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Novel Diazabicyclononene Derivatives 

5 The invention relates to novel compounds of thegeneral formula I. The invention 
also Concerns related aspects including processes for the preparation of the 
compounds, pharmaceutical compositions containing one or more compounds of 
formula I and especially their use as renin inhibitors in cardiovascular events and 
renal insufficiency. Furthermore, these compounds can be regarded as inhibitors 

10 of other aspartyl proteases and might therefore be useful as inhibitors of 
plasmepsins to treat malaria and as inhibitors of Candida albicans secreted 
aspartyl proteases to treat fungal infections. 

In the renin-angiotensin system (RAS) the biologically active angiotensin II (Ang 
15 II) is generated by a two-step mechanism. The highly specific enzyme renin 
cleaves angiotensinogen to angiotensin I (Ang I), which is then further processed 
to Ang II by the less specific angiotensin-converting enzyme (ACE). Ang II is 
known to woik on at least two receptor subtypes called ATl and AT2- Whereas 
ATl seems to transmit most of the known functions of Ang II, the role of AT2 is 
20 still unknown. 

Modulation of the RAS represents a major advance in the treatment of 
cardiovascular diseases. ACE inhibitors and ATl blockers have been accepted to 
treat hypertension (Waeber B. et al, 'The renin-angiotensin system: role in 

25 experimental and human hypertension", in Berkenhager W. H., Reid J. L. (eds): 
Hypertension, Amsterdam, Elsevier Science Publishing Co, 1996, 489-519; 
Weber M. A., Am. J. Hypertens., 1992, 5, 247S). In addition, ACE inhibitors are 
used for renal protection (Rosenberg M. E. et al, Kidney International, 1994, 45, 
403; Breyer J. A. et al, Kidney International, 1994, 45, S156), in the prevention 

30 of congestive heart failure (Vaughan D. E. et al, Cardiovasc. Res., 1994, 28, 159; 
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Fouad-Tarazi F. et al, Anu J. Med., 1988, 84 (Suppl 3A), 83) and myocardial 
infarction (Pfeffer M. A. et aL, N. Engl J. Med., 1992, 327, 669). 

The rationale to develop renin inhibitors is the specificity of renin (Kleinert H. D., 
5 Cardiovasc. Drugs, 1995, 9, 645). The only substrate known for renin is 
angiotensinogen, which can only be processed (under physiological conditions) by 
renin. In contrast, ACE can also cleave bradykinin besides Ang I and can be by- 
passed by chymase, a serine protease (Husain A., J. Hypertens., 1993, 77, 1 155). 
In patients inhibition of ACE thus leads to bradykinin accumulation causing 

10 cough (5-20%) and potentially life-threatening angioneurotic edema (0.1-0.2%) 
(Israili Z. H. et al, Annals of Internal Medicine, 1992, 77 7, 234). Chymase is not 
inhibited by ACE inhibitors. Therefore, the formation of Ang II is still possible in 
patients treated with ACE inhibitors. Blockade of the ATi receptor (e.g. by 
losartan) on the other hand overexposes other AT-receptor subtypes to Ang II, 

15 whose concentration is dramatically increased by the blockade of ATi receptors. 
This may raise serious questions regarding the safety and efficacy profile of ATi 
receptor antagonists. In summary, renin inhibitors are not only expected to be 
different from ACE inhibitors and ATi blockers with regard to safety, but more 
importantly also with regard to their efficacy to block the RAS. 

20 

Only limited clinical experience (Azizi M. et al, J. Hypertens. , 1994, 72, 419; 
Neutel J. M. et al, Am. Heart, 1991, 722, 1094) has been created with renin 
inhibitors because of their insufficient oral activity due to their peptidomimetic 
character (Kleinert H. D., Cardiovasc. Drugs, 1995, 9, 645). The clinical 

25 development of several compounds has been stopped because of this problem 
together with the high cost of goods. Only one compound containing four chiral 
centers has entered clinical trials (Rahuel J. et al., Chem. Biol., 2000, 7, 493; 
Mealy N. E., Drugs of the Future, 2001, 26, 1139). Thus, metabolically stable, 
orally bioavailable and sufficiently soluble renin inhibitors that can be prepared on 

30 a large scale are missing and sought. Recently, the first non-peptide renin 
inhibitors were described which show high in vitro activity (Oefcer C. et ah, 
Chem. Biol, 1999, 6, 127; Patent Application WO97/09311; Marki H. P. et al, 77 
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Farmaco, 2001, 56 y 21). However, the development status of these compounds is 
not known. 

The present invention relates to the identification of renin inhibitors of a non- 
5 peptidic nature and of low molecular weight. Orally active renin inhibitors of 
long duration of action which are active in indications beyond blood pressure 
regulation where the tissular renin-chymase system may be activated leading to 
pathophysiological^ altered local functions such as renal, cardiac and vascular 
remodeling, atherosclerosis, and possibly restenosis are described. 

10 

The present invention describes non-peptidic renin inhibitors. 

In particular, the present invention relates to novel compounds of the general 
formula I, 

15 

M 




Formula I 



wherein 

X and W represent independently a nitrogen atom or a -CH- group; 

20 

V represents -(CHfcXs -A-(CH 2 ) S -; -CH 2 -A-(CH 2 ) r ; -(CH 2 ) S -As -(CH 2 ) 2 -A- 
(CH 2 )uS -A-(CH 2 )v-Bs -CH^CHi-CH^A-CHzs -A<?H 2 -CH 2 -B-CH 2 s -CH 2 -A- 
CH 2 -CH 2 -B-; -CH 2 -CH 2 -CH 2 -A^CH 2 -CH 2 s -CH 2 -CH 2 -CH 2 -CH 2 -A-CH 2 -; -A- 
CH 2 -CH 2 -B-CH 2 -CH 2 -; -CH 2 -A-CH 2 -CH 2 -B-CH 2 -; -CH 2 -A-OT 2 -CH 2 -CH 2 -B-; or 
25 -CH 2 -OT 2 -A-CH 2 -CH 2 -B-; 
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A and B independently represent -O; -S-; -SO-; -SO2-; 

U represents aryl; heteroaryl; 

5 T represents -CONR 1 -; -(CH 2 )pOCO-; ^CH^CR^CO-; -((^pNCR^SOz-; or 
-COO-; 

Q represents lower alkylene; lower alkenylene; 

10 M represents hydrogen; cycloalkyl; aryl; heterocyclyl; heteroaryl; 

L represents -R 3 ; -COR 3 ; -COOR 3 ; -CONR 2 R 3 ; -S0 2 R 3 ; -S0 2 NR 2 R 3 ; 
-COCH(Aryl)2; 

15 R l represents hydrogen; lower alkyl; lower alkenyl; lower alkinyl; cycloalkyl; 
aryl; cycloalkyl - lower alkyl; 

R 2 and R 2r independently represent hydrogen; lower alkyl; lower alkenyl; 
cycloalkyl; cycloalkyl - lower alkyl; 

20 

R 3 represents hydrogen; lower alkyl; lower alkenyl; cycloalkyl; aryl; heteroaryl; 
heterocyclyl; cycloalkyl - lower alkyl; aryl - lower alkyl; heteroaryl - lower alkyl; 
heterocyclyl - lower alkyl; aryloxy - lower alkyl; heteroaryloxy - lower alkyl, 
whereby these groups may be unsubstituted or mono-, di- or trisubstituted with 
25 hydroxy, -OCOR 2 , -COOR 2 , lower alkoxy, cyano, -CONR 2 R 2 \ CO-morpholin-4- 
yl, CO-((4-loweralkyl)piperazin-l-yl), -NH(NH)NH 2 , -NR 4 R 4 ' or lower alkyl, 
with the proviso that a carbon atom is attached at the most to one heteroatom in 
case this carbon atom is sp3-hybridized; 

30 R 4 and R 4 ' independently represent hydrogen; lower alkyl; cycloalkyl; cycloalkyl - 
lower alkyl; hydroxy - lower alkyl; -COOR 2 ; -CONH 2 ; 



WO 03/093267 



5 



PCT/EP03/03721 



m and n represent the integer 0 or 1, with the proviso that in case m represents the 
integer 1 , n is the integer 0, and in case n represents the integer 1, m is the integer 
0; 

5 p is the integer 1, 2, 3 or 4; 

r is the integer 3, 4, 5, or 6; 

s is the integer 2, 3, 4, or 5; 

t is the integer 1, 2, 3, or 4; 

u is the integer 1, 2, or 3; 
10 v is the integer 2, 3, or 4; 

and optically pure enantiomers, mixtures of enantiomers such as racemates, 
diastereomers, mixtures of diastereomers, diastereomeric racemates, mixtures of 
diastereomeric racemates, and the meso-form; as well as pharmaceutically 
15 acceptable salts, solvent complexes and morphological forms. 

In the definitions of general formula I - if not otherwise stated - the term lower 
alkyl, alone or in combination with other groups, means saturated, straight and 
branched chain groups with one to seven carbon atoms, preferably one to four 
20 carbon atoms that can be optionally substituted by halogens. Examples of lower 
alkyl groups are methyl, ethyl, n-propyl, iso-propyl, n-butyl, iso-butyl, sec-butyl, 
tert-butyl, pentyl, hexyl and heptyl. The methyl, ethyl nad isopropyl groups are 
preferred. 

25 The term lower alkoxy refers to a R-O group, wherein R is a lower alkyl. 
Examples of lower alkoxy groups are methoxy, ethoxy, propoxy, iso-propoxy, iso- 
butoxy, sec-butoxy and tert-butoxy. 

The term lower alkenyl, alone or in combination with other groups, means 
30 straight and branched chain groups comprising an olefinic bond and consisting of 
two to seven carbon atoms, preferably two to four carbon atoms, that can be 



WO 03/093267 



6 



PCT/EP03/03721 



optionally substituted by halogens. Examples of lower alkenyl are vinyl, propenyl 
or butenyl. 

The term lower alkinyl, alone or in combination with other groups, means straight 
5 and branched chain groups comprising a triple bond and consisting of two to 
seven carbon atoms, preferably two to four carbon atoms, that can be optionally 
substituted by halogens. Examples of lower alkinyl are ethinyl, propinyl or 
butinyl. 

10 The term lower alkylene, alone or in combination with other groups, means 
straight and branched divalent chain groups with one to seven caibon atoms, 
preferably one to four carbon atoms, that can be optionally substituted by 
halogens. Examples of lower alkylene are ethylene, propylene or butylene. 

15 The term lower alkenylene, alone or in combination with other groups, means 
straight and branched divalent chain groups comprising an olefinic bond and 
consisting of two to seven caibon atoms, preferably two to four carbon atoms, that 
can be optionally substituted by halogens. Examples of lower alkenylene are 
vinylene, propenylene and butenylene. 

20 

The term lower alkylenedioxy, refers to a lower alkylene substituted at each end 
by an oxygen atom. Examples of lower alkylenedioxy groups are preferably 
methylenedioxy and ethylenedioxy. 

25 The term lower alkylenoxy refers to a lower alkylene substituted at one end by an 
oxygen atom. Examples of lower alkylenoxy groups are preferably methylenoxy, 
ethylenoxy and propylenoxy. 

The term halogen means fluorine, chlorine, bromine or iodine, preferably 
30 fluorine, chlorine and bromine. 



WO 03/093267 



7 



PCT/EP03/03721 



The term cycloalkyl alone or in combination, means a saturated cyclic 
hydrocarbon ring system with 3 to 7 carbon atoms, e.g. cyclopropyl, cyclobutyl, 
cyclopentyl, cyclohexyl and cycloheptyl, which can be optionally mono- or 
multisubstituted by lower alkyl, lower alkenyl, lower alkenylene, lower alkoxy, 
5 lower alkylenoxy, lower alkylenedioxy, hydroxy, halogen, -CF 3 , -NR l R l \ 
-NR ! C(0)R lf , -NR 1 S(02)Rl t , -C(0)NR l R lf , lower alkylcarbonyl, -COOR 1 , -SR 1 , 
-SOR 1 , -S0 2 R\ -S02NR ! R 1 ' whereby R lf represents hydrogen; lower alkyl; lower 
alkenyl; lower alkinyl; cycloalkyl; aryl; cycloalkyl - lower alkyl. The cyclopropyl 
group is a preferred group. 

10 

The term aryl, alone or in combination, relates to the phenyl, the naphthyl or the 
indanyl group, preferably the phenyl group, which can be optionally mono- or 
multisubstituted by lower alkyl, lower alkenyl, lower alkinyl, lower alkenylene or 
lower alkylene forming with the aryl ring a five- or six-membered ring, lower 
15 alkoxy, lower alkylenedioxy, lower alkylenoxy, hydroxy, hydroxy-lower alkyl, 
halogen, cyano, -CF 3 , -OCF3, -NR l R lf f -NR 1 ^ - lower alkyl, -NR'CCOJR 1 ', 
-NRiS(02)R l , 'C(p)m}R u 9 -N0 2 , lower alkylcaibonyl, -COOR 1 , -SR 1 , -SOR 1 , 
-SO2R 1 , -S02NR l R lf , benzyloxy, whereby R lf has the meaning given above. 
Preferred substituents are halogen, lower alkoxy, lower alkyl, CF 3 , OCF3. 

20 

The term aryloxy refers to an Ar-O group, wherein Ar is an aryl. An example of 
a lower aryloxy group is phenoxy. 

The term heterocyclyl, alone or in combination, means saturated or unsaturated 
25 (but not aromatic) five-, six- or seven-membered rings containing one or two 
nitrogen, oxygen or sulfur atoms which may be the same or different and which 
rings can be optionally substituted with lower alkyl, hydroxy, lower alkoxy and 
halogen. The nitrogen atoms, if present, can be substituted by a -COOR 2 group. 
Examples of such rings are piperidinyl, morpholinyl, thiomorpholinyl, 
30 piperazinyl, tetrahydropyrany], dihydropyranyl, 1,4-dioxanyl, pyrrolidinyl, 
tetrahydrofuranyl, dihydropyrrolyl, imidazolidinyl, dihydropyrazolyl, 
pyrazolidinyl, dihydroquinolinyl, tetrahydroquinolinyl, tetrahydroisoquinolinyl. 
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The term heteroaryl, alone or in combination, means six-membered aromatic 
rings containing one to four nitrogen atoms; benzofused six-membered aromatic 
rings containing one to three nitrogen atoms; five-membered aromatic rings 
5 containing one oxygen, one nitrogen or one sulfur atom; benzofused five- 
membered aromatic rings containing one oxygen, one nitrogen or one sulfur atom; 
five-membered aromatic rings containing one oxygen and one nitrogen atom and 
benzofused derivatives thereof; five-membered aromatic rings containing a sulfur 
and a nitrogen or an oxygen atom and benzofused derivatives thereof; five- 

10 membered aromatic rings containing two nitrogen atoms and benzofused 
derivatives thereof; five-membered aromatic rings containing three nitrogen atoms 
and benzofused derivatives thereof, or a tetrazolyl ring. Examples of such ring 
systems are furanyl, thiophenyl, pyrrolyl, pyridinyl, pyrimidinyl, indolyl, 
quinolinyl, isoquinolinyl, imidazolyl, triazinyl, thiazinyl, thiazolyl, isothiazolyl, 

15 pyridazinyl, pyrazolyl, oxazolyl, isoxazolyl, coumarinyl, benzothiophenyl, 
quinazolinyl, quinoxalinyl. Such rings may be adequatly substituted with lower 
alkyl, lower alkenyl, lower alkinyl, lower alkylene, lower alkenylene, lower 
alkylenedioxy, lower alkyleneoxy, hydroxy-lower alkyl, lower alkoxy, hydroxy, 
halogen, cyano, -CF 3 , -OCF 3 , -NR l R lf , -N^R 1 ' - lower alkyl, -N(R l )COR l , 

20 -N(R ! )S0 2 R\ -CONR l R lf , -NQ2, lower alkylcarbonyl, -COOR 1 , -SR 1 , -SOR 1 , 
-SO2R 1 , -S02NR I R I \ another aryl, another heteroaryl or another heterocyclyl and 
the like, whereby R 1 ' has the meaning given above. 

The term heteroaryloxy refers to a Het-O group, wherein Het is a heteroaryl. 

25 

The term sp3-hybridized refers to a carbom atom and means that this carbon 
atom forms four bonds to four substituents placed in a tetragonal fashion around 
this carbon atom. 

30 The expression pharmaceutically acceptable salts encompasses either salts with 
inorganic acids or organic acids like hydrochloric or hydrobromic acid, sulfuric 
acid, phosphoric acid, citric acid, formic acid, acetic acid, maleic acid, tartaric 
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acid, benzoic acid, methanesulfonic acid, p-toluenesulfonic acid, and the like that 
are non toxic to living organisms or in case the compound of formula I is acidic in 
nature with an inorganic base like an alkali or earth alkali base, e.g. sodium 
hydroxide, potassium hydroxide, calcium hydroxide and the like. 

5 

The compounds of the general formula I can contain two or more asymmetric 
carbon atoms and may be prepared in form of optically pure enantiomers, 
mixtures of enantiomers such as racemates, diastereomers, mixtures of 
diastereomers, diastereomeric racemates, mixtures of diastereomeric racemates, 
10 and the meso-form and pharmaceutically acceptable salts therof. 

The present invention encompasses all these forms. Mixtures may be separated in 
a manner known per se> i.e. by column chromatography, thin layer 
chromatography, HPLC or crystallization. 

15 A group of preferred compounds are compounds of general formula I wherein X, 
W, V, U, T, Q, L, and M are as defined in general formula I above and wherein 

n is 0 and 
m is 1. 

20 

Another group of preferred compounds of general formula I are those wherein X, 
W, V, U, T, Q, M, m, and n are as defined in general formula I above and 

L represents H; -COR 3f f ; -COOR 3 "; -CONR 2 "R 3 "; 

25 

whereby R 2m and R 3 " represent independently lower alkyl, lower cycloalkyl - 
lower alkyl, which lower alkyl and lower cycloalkyl - lower alkyl groups are 
unsubstituted or monosubstituted with halogen, cyano, hydroxy, -OCOCH3, 
-CONH2, -COOH, -NH 2 , with the proviso that a carbon atom is attached at the 
30 most to one heteroatom in case this carbon atom is sp3-hybridized* 
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Another group of preferred compounds of general formula I above are those 
wherein X, W, V, U, L, m, and n are as defined in general formula I and 

Tis-CONR 1 ; 
5 Q is methylene; 

M is hydrogen; aryl; or heteroaryl. 

Another group of even more preferred compounds of general formula I are those 
wherein X, W, U, L, T, Q, M, m, and n are as defined in general formula I above 
10 and 

V is -CH 2 CH 2 Os -CH2CH2CH2O-; -OCH2CH2O-; - 

Another group of also more preferred compounds of general formula I are those 
15 wherein V, U, T, Q, M, L, m, and n are as defined in general formula I above and 

X and W represent -CH-. 

Another group of also more preferred compounds of general formula I are those 
20 wherein X, W, V, Q, T, M, L, m, and n are as defined in general formula I above 
and 

U is a mono-, di-, or trisubstituted phenyl wherein the substituents are halogen; 
lower alkyl or lower alkoxy. 

25 

Especially preferred compounds of general formula I are those selected from the 
group consisting of: 

(rac.y(lR*. 55*)-3-acetyl-7-{4-[2-(23^chlorophenoxy)ethyl]phenyl}-3,9-di- 
30 azabicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid methylphenethylamide; 
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(rac.)-(]R* 5S*)-3-acetyl-7-{4-[3-(2^Woro-5-methylphenoxy)propyl]phenyl}^ 
3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac.)-(2-methoxyphenyl)acetic acid (//?* 5S*)-3-acetyl-7- {4-[3-(2-chloro- 
5 phenoxy)propyl]phenyl}-3,9^azabicyclo[33.1]non-6-en-6-ylmethyl ester; 

(rac.y(lR*> 5iS*)-3-acetyl-7- {4-[2-(4-bromo-3-methylphenoxy)ethyl]phenyl}-3,9- 
diazabicyclo[3.3.1Jnon-6-ene-6-carboxylic acid methylphenethylamide; 

10 (rac.H2-methoxyphenyl)acetic acid (1R * JS^-acetyl^- {4-[3-(2-chloro- 
phenoxy)propoxy]phenyl}-3,9-diazabicyclo[3.3. l]non-6-en-6-ylmethyl ester; 

(rac.)-(lR* 5,S*)-3-acetyl-7-{4-[3<2,4-dime^^^^ 
azabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

15 

(rac)-(JR*, J5*)-3-acetyl-7-{4-[3-(4-bromo-3-methylphenoxy)propyl]phenyl}- 
3,9-diazabicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac.)-(lR* 55*)-3-acetyl-7-{4-[2-(2-acetylphenoxy)ethyl]phenyl}-3,9~diazabi- 
20 cyclo[3 .3.1 ]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac.y(lR * 5S*)-3-acetyl-7- {4-[2-(2-ethylphenoxy)ethyl]phenyl} -3,9-diazabi- 
cyclo[3.3.1]non-6-ene~6-carboxylic acid methylphenethylamide; 

25 (rac.y(lR* 5£*)-3-acetyl-7-{4-[2<3,5^cMo 

bicyclo[3.3 J]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac.y(lR* 55*>3-acetyl-7-{4-[3-(3,4^cmorophenoxy)propyl]phrayl>0,9-di- 
azabicyclo[3.3.1]non-6-ene-6-carboxyUc acid methylphenethylamide; 

30 

(rac.y(JR * 5S*)-3-acetyl-7- {4-[2-(2,4-dimethylphenoxy)ethyl]phenyl> -3,9-di- 
azabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 



WO 03/093267 



12 



PCT/EP03/03721 



(rac.)-(lR* 5iS*)-3-acetyl-7-[4-(3-0-to^^ 
[3.3.1]non-6-ene-6-carboxyiic acid methylphenethylamide; 

5 (rac>(2-methoxyphenyl)acetic acid (77?* 5S*)-3-acetyl-7-{6-[3K2-methoxy- 
benzyloxy)piopoxy]pyridin-3od}-3,9-diaz^ 
ester; 

(rac.y(lR*, 55^-3-acetyl-7-{4-[2-(2-chlorophenoxy)ethoxy]phenyl}-3,9-diazabi- 
1 o cyclo[3 .3.1 ]non-6-ene-6-caiboxylic acid methylphenethylamide; 

(rac.y(JR* 5S*)-3-Acetyl-7-[4^2-m-tolyloxyethyl)phenyl]-3,9-diazabicyclo- 
[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

15 (rac.)-(lR* J5*)-3-acetyl-7-{4-[2-(3-methoxyphenoxy)ethyl]phenyl}-3,9-diaza- 
bicyclo[33.1]non-6-ene-6-caiboxylic acid methylphenethylamide; 

(rac.)-(lR * 5«S*)-3-acetyl-7- {4-[2-(2-chloro-3-trifluoromethylphenoxy)ethyl]phe- 
nyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

20 

(rac.y(lR*> 5S*)-3-acetyl-7-{4-[2-^ 

3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac. H2-methoxyphenyl)acetic acid (77?* J5*>3-acetyl-7-{4-[3-(2-bromophen- 
25 oxy)propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-en-6-ylmethyl ester; 

(rac.)-(77? * 5S*)-3-acetyl-7- {4-[3-(3-chlorophenoxy)propyl]phenyl} -3,9-diazabi- 
cyclo[33.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

30 (rac.y{lR * J5*)-3-acetyl-7- {4~[3-(2-isopropylphmoxy)propyl]phenyl} -3,9-di- 
azabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 
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(rac.y(lR* 5S*>3-acetyl-7-{4-[2^3-bro^ 
cyclo[3.3.1]non-6-ene-6-caiboxylic acid methylphenethylamide; 

(rac.)-(lR * 5iS*)-3-acetyl-7- {4-[3-(2-bromophenoxy)propyl]phenyl} -3 ,9-diazabi- 
5 cyclo[3.3.1]non-6-ene-6-carboxyIic acid methylphenethylamide; 

(rac>(2-methoxyphenyl)acetic acid (1R* 5S*)-3-acetyl-7-[4-(3-o-tolyloxy- 
propyl)phenyl]-3,9-diazabicyclo[3 .3 . 1 ]non-6-en-6-ylmethyl ester; 

10 (rac.y{lR* t 5S*)0-acetyl-7-{4-[2-(3^di^ 

bicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac.)-(lR * 5.S*)-3-Acetyl-7- {4-[3-(2^er/-butylphenoxy)propyl]phenyl}-3,9-di- 
azabicyclo[33 J]non-6-ene-6-carboxylic acid methylphenethylamide; 

15 

(rac.)~(lR* 55*>3-acetyI-7-{4-[2^3-chlorophenoxy)ethyl]phenyl}-3,9-diazabi- 
cyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac.y(lR * 5S*)-3-acetyl-7- {4-[3-(2-ethylphenoxy)propyl]phenyl} -3,9-diazabi- 
20 cyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac.y(JR * 5S*)-3-acetyl-7- {4-[3-(2,3-dimethylphenoxy)propyl]phenyl} -3,9-di- 
azabicyclo[3.3.1]non-6-ene-6~caiboxylic acid methylphenethylamide; 

25 (rac.y(lR * JS^-acetyl-?- {4-[2-(3-trifluoromethoxyphenoxy)ethyl]phenyl} - 
3,9-diazabicyclo[33.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

{rac.y{lR* p 5S*)-3-acetyl-7-{4-[3-(3,4-d^ 

azabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

30 

(rac.y(lR*, 55*)-3-acetyl»7-{4-[3-(2-chloro^,5-dimethylphenoxy)propyl]phe- 
nyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 
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(rac.y(lR*, 5^*)-3-acetyl-7-{4-[2^2^Uorophenyl)ethoxy]phenyl}-3,9-diazabi- 
cyclo[3.3.1]non-6-ene-6-caiboxylic acid methylphenethylamide; 

5 (rac. )-(2-methoxyphenyl)acetic acid (1R*, J5'*>3-[2-(4-chlorophenyl)ethyl]-7-{4- 
[3^2-methoxybenzyloxy)prop 
methyl ester; 

(rac.)-(lR* 5iy*)-3-acetyl-7-{4-[3-(2^hlon>-3-trifluorome1hylphenoxy)p 
1 0 phenyl} -3 ,9-diazabicyclo [3 .3 . 1 ]non-6-ene-6-caiboxylic acid methylphenethyl- 
amide; 

(rac. )-(2-methoxyphenyl)acetic acid (1R * 5S*>3-ace1yl-7-{4-[2-(3-chloro- 
phenoxy)ethyl]phenyl} -3,9-diazabicyclo[3 .3.1 ]non-6-en-6-yimethy! ester, 

15 

(rac.)-(JR* 5iS*)-3-ac^tyl-7-[4-(2-m-tolyloxyethoxy)phenyl]-3,9--diazabicyclo- 
[33.1]non-6-ene~6-caiboxylic acid methylphenethylamide; 

(rac>(ii? * 5S*)-3-acetyl-7- {4-[3-(2,4-dichlorophenoxy)propyl]-phenyl} -3,9-di- 
20 azabicyclo[3.3. l]non-6-ene~6-carboxylic acid methylphenethylamide; 

(rac. )-(lR * 5£*)-3-acetyl-7- {4-[3-(2,5-dimethylphenoxy)propyl]phenyl} -3,9-di- 
azabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

25 (rac.y-(lR* 5S*)-3-acetyl-7-{4-[2-(3,5-dime 

azabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac.)-(lR * 5S*)-3-acetyl-7- {4-[2-(2-ethoxyphenoxy)ethyl]phenyl} -3,9-diazabi- 
cyc!o[3.3.1]non^-ene-6-carboxylic acid methylphenethylamide; 

30 

(rac.)-(2-methoxyphenyl)acetic acid (1R\ 5iS*>3-acetyl-7-{4-[3-(3-cMorophen- 
oxy)propyl]phenyl} -3,9-diazabicyclo[3 .3 . 1 ]non-6-en-6-ylmethyl ester; 
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(rac.y(lR* 5S*)-3-acetyl-7-{4-[3-(3,5-dime^ 
azabicyclo[3.3.1]non-6-eae-6-caiboxylic acid methylphenethylamide; 

5 (rac.)-(lR* t JiS^-acetyl-V-i^tS-Ca-fluorophenoxy^ropyyphenylj-S^-diazabi- 
cyclo[33.1]non^-ene~6-carboxylic acid methylphenethylamide; 

(rac>(2-methoxyphenyl)acetic acid -(JR* 5«S # )-3-acetyl-7-{4-[2-(2-chlorophen- 
oxy)ethyI]phenyl}-3,9-diazabicyclo[3.3.1]noD-6-en-6-ylmethyl ester, 

10 

(rac.y(JR* 5S*)-3-acetyl-7-{4-[2-(2,5^c 

bicyclo[33.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac.)-(lR*, 5S^-3-acetyl-7-{4-[3-(23,54rim^ 
1 5 diazabicyclo[3 .3.1 ]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac.y(lR* 5iS*)-3-acetyl-7-{4-[2-(3-chlorophenyl)ethoxy]phenyl}-3,9-diazabi- 
cyclo[3.3.1]non-6-ene-6-carboxyIic acid methylphenethylamide; 

20 (rac.y(lR* 5S*)-3-acetyl-7-{4-[2-(2,3^1^ 

bicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac.y(JR * 5S*)-3-acetyl-7- {4-[2-(2-chlorophenoxy)ethyI]phenyl} -3,9-diazabi- 
cyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

25 

(rac.y(lR * JS*>3-acetyl-7- {4-[2-(2,4-dichlorophenoxy)ethyl]phenyl} -3,9-diaza- 
bicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 



30 



(rac.y(lR*. 55^3«acetyl-7-{4-[2-(23,6-trmuorophenoxy)ethyl]phenyl}-3,9-di- 
azabicyclo[33.1]non-6-ene-6-carboxylic acid methylphenethylamide; 
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(rac>(2-methoxyphenyI)acetic acid (71?* 5.S*)-3-acetyl-7-{4-[3-(2-tri^^ 
methylphenoxy)propyl]phenyl}-3,9^a^^ 

(rac.y(JR * J£*)-3-acetyl-7- {4>[2<3-trifluoromethylphenoxy)ethyl]phenyl} -3,9- 
5 diazabicyclo[33. l]non-6-ene~6-caiboxylic acid methylphenethylamide, 

(rac.)-(lR* 5S*>3-acetyl-7-{4-[3-(3,5^ 

azabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

10 (rac.y(lR* 5iS*)3-acetyl-7-{4-[3Kw-tolyloxy)propyI]phenyl}-3 > 9-^azabicyclo- 
[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac.y(lR * 5S*)-3-acetyl-7- {4-[2-(2-methoxyphenyl)ethoxy]phenyl}-3,9-diaza- 
bicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

15 

(rac.y(JR * 5iS*)-3-acetyl-7- {4-[3-(4-fluorophenoxy)propyl]ph«iyl} -3,9-diazabi- 
cyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac.y(lR * 5.S*)-3-acetyl-7- {4-[2<3,4^1imethylphenoxy)ethyl]phenyl} -3,9-di- 
20 azabicyclo[3 .3.1 ]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac.)-(2-methoxyphenyl)acetic acid (1R*. JiS*>3-acetyl-7-{4-[3-(3-fluorophen- 
oxy)propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-en-6-ylmethyl ester; 

25 (rac.y(lR\ 55*)3-acetyl-7-{4-[3-(2-methoxybenzyloxy)propoxy]phenyl}-3,9-di- 
azabicyclo[3.3.1]non-6-ene-6-carboxylic acid phenethylamide; 

(rac.)-(2-methoxyphenyl)acetic acid (JR* 55*)-3-acetyl-7-[4-(3-phenoxypropyl)- 
phenyl]-3,9-diazabicyclo[3.3.1]non-6-en-6-ylmethyl ester; 

30 

(rac.y(lR*, 55*)-3-acetyl-7-{4-[3-(2-acetyl-5-fluorophenoxy)propyl]phenyl}-3,9- 
diazabicyclo[3.3.1]non-6-ene-6-carboxyiic acid methylphenethylamide; 
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(rac.)-(JR* 5,S*)-7-{4-[3-(2-methoxybenzyloxy^^ 

thoxyphenyl)acetoxymethyl]-3,9-diazabicyclo[3 .3 . 1 ]non-6-ene-9-carboxylic acid 
2,2,2-trichloro-l,l-dimethylethyl ester; 

5 

(rac.y(lR *, 5£*)-3-acetyl-7- {4-[3-(2-chlorophenoxy)propyl]phenyl} -3,9-diazabi- 
cyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac.)-(lR* 55*)-3-acetyl-7-{4^[3-(23-dmuorophenoxy)propyl]phenyl}-3,9^-- 
10 azabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac.yyR* 5S*)-3-acetyl-7-{4-[2-(2-te^^^ 
azabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

15 (rac.)-(lR * 5S*)-3-acetyl-7- {4-[2-(2-propionylphenoxy)ethyl]phenyl} -3,9-di- 
azabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

1:1 mixture of (2K)- and (2S)-N-((]R* J5*)-3-acetyl-7-{4-[3-(2-methoxybenzyK 
oxy)propoxy]phenyl}-3,9-dia2^icyclo[33J]non-6-en-6-ylmethyl)-iV-methyl-2- 
20 phenylpropionamide; 

(rac.y(lR * 5S*)-3-acetyl-7- {4-[3-(2-/ert-butyl-4-methylphenoxy)propyl]phe- 
nyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

25 (rac.y(lR * JS*)-3-acetyl-7- {4-[3-(2-/er/-butyl-6-methylphenoxy)propyl]phe- 
nyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac.y(lR*, 5S*)-3-acetyl-7-{4-[3-(4-chloro-2-methoxyphenoxy)propyl]phenyl}- 
3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

30 

(rac.y(lR * 5*S , *>3-acetyl-7-{4-[2-(2-methoxy-5-methylphenoxy)ethyl]phenyl} - 
3,9-diazabicyclo[33>l]non-6-ene-6-caiboxylic acid methylphenethylamide; 
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(rac.)-(lR* 55*)-3-ac5etyl-7-{4-[3-(3-methoxyphenoxy)propyi]phenyl}-3,9-diaza- 
bicyclo[3.3.1]non-6-ene-6-caiboxylic acid methylphenethylamide; 

5 (rac.y(lR* 5S*)-3-acetyl-7-{4-[3-(4-/ert-butyl-2-methylphenoxy)propyl]phe- 
nyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac.y(lR* 55*>3-acetyl-7-{4-[2^3,5-dimethoxyphenoxy)ethyl]phenyl}-3 ) 9-di- 
azabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

10 

(rac.)-(JR* 55*>3-acetyl-7-{4-[2-(2-iso-propylphenoxy)ethyl]phenyl}-3,9-diaza- 
bicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac.)-(lR* 55*)-3-acetyl-7-{4-[3-(2-methoxybenzyloxy)propoxy]phenyl}-3,9-di- 
15 azabicyclo[3.3.1]non-6-ene-6-carboxylic acid [2-(2-methoxyphenyl)ethyl]amide; 

(rac.y{lR * 55*)-3-acetyl-7-{4-[3-(3-bromophenoxy)propyl]phenyl} -3,9-diazabi- 
cyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

20 (rac.>(2-methoxyphenyl)acetic acid (1R* J^^-acetyl^-t^CS-^-tolyloxypro- 
pyl)phenyl]-3,9-diazabicyclo[3.3.1]non-6-en-6-ylmethyl ester, 

(rac)-acetic acid 2-((lR*, 55*)-7-{4-[3-(2-chlorophenoxy)propyl]phenyl>-6-{[2- 
(2^Worophenyl)emyl]memylcaii5amoyl}-3,9-diazabicyclo[3.3.1]non-6-en-3-yl)- 

25 2-oxoethyl ester; 

(rac.y(lR* 55*)-7-{4-[3-(2-chlorophenoxy)propyl]phenyl}-3-(2-cyanoacetyl)- 
3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxyhc acid [2-(2-chlorophenyl)ethyl]- 
methylamide; 
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(rac.y(lR*, 5iS^-3-(2-acetylaminoacetyl)-7-{4-[3-(2K)hlorophenoxy)propyl]phe- 
nyl}-3,9-diazabicyclo[33,l]non-6-ene-6-carboxylic acid [2-(2-chlorophenyl)- 
ethyl]methylamide; 

5 1:1 mixture of (1R, 5S>3-((4/J)-2-acetylaii^ 

chlorophenoxy)piopyl]phenyl} -3 ,9-diazabicyclo[3 .3.1 ]non-6-ene-6-carboxylic 
acid [2-(2-chlorophenyl)ethyl]methylamide and (IS, 5/?)-3-((^i?)-2-acetylamino- 
4-methylpentanoyl)-7-{4-[3^2^hlorophenox 

[3.3.1]non-6-ene-6-carboxylic acid [2-(2-chlorophenyl)ethyl]methylamide; 

10 

(rac.)-(lR * 5£*)-3-acetyl-7- {4-(3<2-chlorophenoxy)propyl]phenyl} -3,9-diazabi- 
cyclo[3.3.1]non-6-ene-6-caiboxylic acid [2-(2-chlorophenyl)ethyl]methylamide; 

(rac.y(lR* t J5*)-3-acetyl-7-{4-[3-(2-chlorophenoxy)propyl]phCTiyl}-3,9-diazabi-- 
15 cyclo[3.3.1]non-6-ene-6-carboxylic acid (24iydroxybenzyl)methylamide; 

1:1 mixture of (rac.)-(/i?* 5iS*)-3-acetyl-7>{4-[3-(2-chlorophenoxy)propyl]- 
phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid [(3i?*)-3-(2-chloro- 
phenyl)butyl]methylamide and (rac.y(lR* 5S*)-3-acetyl-7-{4-[3-(2-chlorophen- 
20 oxy)propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid [(5iS*)-3- 
(2-chlorophenyl)butyl]methylamide; 

(rac.)-(7i? * 5£*)-3-acetyl-7- {4-[3-(2-chlorophenoxy)propyl]phenyl} -3,9-diazabi- 
cyclo[3.3.1]non-6-ene-6-carboxylic acid methyl-(4-phenylbutyl)amide; 

25 

(rac.y(lR * 5S*)-3-acetyl-7- {4-[3-(2-chlorophenoxy)propyl]phenyl} -3,9-diazabi- 
cyclo[3.3.1]non-6-ene-6-carboxylic acid methyl-(3-phenoxypropyl)amide; 

(rac.y(lR * JS*)-3-acetyl-7- {4-[3-(2-chlorophenoxy)propyl]phenyl} -3,9-diazabi- 
30 cyclo[3 .3.1 ]non-6-ene-6-carboxylic acid methyl-(4-phenylpentyl)amide; 
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(rac.)-(lR* 55*)-3-acetyl-7-{4-[3^2^Worophenoxy)propyl]phenyl}-3,9-diazabi^ 
cyclo[33.1]non-6-ene-6-carboxylic acid (3-benzo[l,3]dioxol-5-ylpropyl)methyl- 
amide; 

5 (rac.)-(lR*, 55*)-3-acetyl-7-{4-[3-(2^hlorophenoxy)propyl]pheiiyl}-3,9^azabi- 
cyclo[3 .3. 1 ]non-6-ene-6-carboxylic acid [2-(4-methoxypheaioxy)ethyl]methyl- 
amide; 

(rac.y(lR* 5S*)-3-aretyl-7-{4-[3-(2-cMo^ 
10 cyclo[3.3.1]non-6-ene-6-caiboxylic acid [2-(4-chlorophenoxy)ethyl]methylamide; 

{rac.y(lR*, 5S*)-3-acetyl-7- {4-[3-(2-chlorophenoxy)propyl]plienyl}-3,9-diazabi- 
cyclo[33 J]non-6-ene-6-caiboxylic acid methyl-(2-/^tolyloxyethyl)amide; 

15 (rac.)-(/R* 5iS^-3-acetyl-7-{4-[3-(2^hlorophenoxy)propyl]phenyl}-3,9-diazabi- 
cyclo[33.1]non-6-ene-6-carboxylic acid diethylamide; 

(rac.)-(lR * 5S*)-3-acetyl-7- {4-[3-(2-chlorophenoxy)propyl]phenyl}-3,9-diazabi- 
cyclo[3.3.1]non-6-ene-6-carboxylic acid methyl-(2-pyridin-2-ylethyl)amide; 

20 

(rac. )-(lR * 5S*)-3-acetyl-7- {4-[3-<2-bromo-5-fluorophenoxy)ethyl]phenyl} -3,9- 
diazabicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropyl- 
amide; 

25 (rac.)-(lR* 55*)-3-acetyl-7-{4-[3-(2-chlorophenoxy)propyl]phenyl}-3,9-diaza- 
bicyclo[33.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropylamide; 

(rac.y(lR*, JS*)-3-acetyl-7-{4-[3-(2-cWorophenoxy)propyl]phenyl}-3,9-diaza- 
bicyclo[3.3.1]non-6-ene-6-carboxylic acid [2-(4-methoxyphenoxy)ethyl]methyl- 
30 amide; 
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{rac.)-(JR * JS*)-3-acetyi-7- {4-[3-(2-chlorophenoxy)propyl]phenyl} -3,9-diaza- 
bicyclo[3.3.1]non-6-€ne-6-carboxyUc acid methyl-(3-trifluoromethylbenzyl)- 
anude; 

5 (rac.)-(lR* 55*)-3-acetyl-7-{4-[3-(2-chlorophenoxy)propyl]phenyl}-3,9-diaza- 
bicyclo[3.3. l]non-6-ene-6-carboxylic acid [2-(3,4-dimethylphenoxy)ethyl]metbyl- 
amide; 

(rac.)-( 1R *. 55*)-3-acetyl-7- {4-[3-(2-chlorophenoxy)propyl]pbenyl} -3,9-diaza- 
10 bicyclo[3.3.1]non-6-ene-6-carboxylic acid (3,5-dimemoxybenzyl)memylamide; 

(rac.)-(]R* 55*)-3-acetyl-7-{4-[3-(2-cblorophenoxy)propyl]pbenyl}-3,9-diaza- 
bicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)methylamide; 

1 5 (rac.)-( 1R *. 5S*)-3-acetyl-7- {4-[2-(2-chloTO-4,5-dimethylphenoxy)ethoxy]- 

phenyl}-3^-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethyl- 
amide; 

(rac.)-(lR* 55*)-3-acetyl-7-{4-[2-(3,4-dichlorophenoxy)ethoxy]phenyl}-3,9- 
20 diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid memylphenethylamide; 

(rac.)-(JR * 5£*)-3-acetyl-7- {4-[3-(2-chlorophenoxy)propyl]phenyl} -3,9-diaza- 
bicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)ethylamide; 

25 (rac.)-(IR* 5,S*)-3-acetyl-7-{4-[3-(2,3,6-trichlon>phenoxy)ethyl]phenyl}-3,9- 
diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

(racHlR* J5*)-3-acetyl-7-{4-[3-(3-£luorophenoxy)propyl]phenyl}-3,9-diaza- 
bicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropyl-amide; 

30 

(rac.)-(lR* 55*>3-acetyl-7-{4-[3-(2-chlorophenoxy)propyl]phenyl}-3,9-diaza- 
bicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)isopropylamide; 
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(rac.)-(ii?*, 5S*)-5-[7-{4-[2^2-bromo-5-fluoro^ 

phenethylcarbamoyl)-3,9^a^ 

pentanoic acid; 

5 

(7£ 5/?)0-acetyl-7-{4^2-(2,3^ 

bicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

l:l-mixture of (rac)-(lR*, JiS*)-3-acetyl-7-{4-[3-(2-bromo-5-fluorophenoxy)- 
10 propyl]phenyl}-3,9-diazabicyclo[3.3J]non-6-ene-6-carboxylic acid cyclopropyl- 
[2-((2i?*)-2,3-diliydiDxypropyl)benzyl]amide and (rac.y(lR*. 5S*)-3-acetyl-7-{4- 
[3-(24>romo-5-fluorophenoxy)^^^ 

6-carboxylic acid cyclopropyl-[2-((2iS*)-23-dihy(koxypropyl)ben2y!)aiiude; 

1 5 (rac. y(JR * 5iS*)-3-acetyl-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} - 
3,9-diazabicyclo[3.3. l]non-6-ene-6-carboxylic acid cyclopropyl-[2-(2-hydroxy- 
ethyl)benzyl]amide; 

(rac.y(]R * 5S*y3 -acetyl-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} - 
20 3,9-diazabicyclo[3.3. l]non-6-ene-6-caiboxylic acid ben2ylcyclopropylamide; 

(rac.y(lR * 5iS*)-3-acetyl-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} - 
3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)ethylamide; 

25 (rac.y{lR*, 5S*)-3-acetyl-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}- 
3,9-diazabicyclo[3.3. l]non-6-ene-6-caiboxylic acid cyclopropyl-(2-fluoro- 
benzyl)amide; 

(rac. y(JR * JS*)-3-acetyl-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} - 
30 3,9-diazabicyclo[3.3. l]non-6-ene-6-carboxylic acid cyclopropyl-(2-methyl- 
benzyl)amide; 
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(rac.)-(lR*, 55*)-3-acetyl-7-{4-[3-(2-bromo-5-£luorophenoxy)propyl]phenyl}- 
3,9-diazabicyclo[3.3.1]non-6-ene-6-caiboxylic acid cyclopropyl-[2-(4-methoxy- 
phenoxy)ethyl]amide; 

5 (rac.y(lR * 5S*)-3-acetyl-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} - 
3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-(2-/w-tolyloxy- 
ethyl)amide; 

(rac.)-(lR * 5£*)-3-acetyl-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} - 
10 3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-[2-(3,4-dimethyl^ 
phenoxy)ethyl]amide; 

(rac.y(lR * J£*)-3-acetyl-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} - 
3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropylphenethylamide; 

15 

(rac.)-(lR * 5£*)-3-acetyl-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} - 
3 ,9-diazabicyclo[3 .3 . l]non-6-ene-6-carboxylic acid [2-(2-chlorophenyl)ethyl]- 
cyclopropylamide; 

20 (rac.y(lR*, 55'*>3-acetyI-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}- 
3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-[2-(2,3-difluoro- 
phenyl)ethyl]amide; 

(rac.)-(lR * JS^-acetyl^- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} - 
25 3,9-diazabicyclo[3.3. l]non-6-ene-6-carboxylic acid cyclopropyl-[2-(4-fluoro- 
phenyl)ethyl]amide; 



(rac.y(lR * 5S'*)-3-acetyl-7- {4-[3-(2-bromo-5-£luorophenoxy)propyl]pheiiyl} - 
3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-(2-o-tolylethyl)- 
30 amide; 
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l:l-mixture of (rac.)-(lR\ 55*)-3-acetyl-7-{4-[3-(2-bromo-5-fluorophenoxy)- 
propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid ((2i?*)-2- 
hydroxy-2-phenyletiiyl)methylamide and (rac.)-{lR*, 55*)-3-acetyl-7-{4-[3-(2- 
bromo-5-fiuorophenoxy)-propyl]phenyl} -3,9-diazabicyclo[3 .3.1 ]non-6-ene-6- 
5 carboxylic acid ((2«S r *)-2-hydroxy-2-phenylethyl)methylainide; 

(rac.y(lR * J£*)-3-acetyl-7- {4-[3-(2-bromo-5-£luorophenoxy)propyl]phenyl}- 
3,9-diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclopropyl-(3-txifhioro- 
methylbenzyl)amide; 

10 

{rac.)-(lR* 5S*)-3-acetyl-7-{4-[3~(2,3,6-trifluo^^^^ 

diazabicyclo[3 3 . l]non-6-ene-6-carboxylic acid cyclopropyl-(2-o-tolylethyl)- 
amide; 

15 (rac.y(lR* 5S*)-6-[(2-cMorobenzyl)e^ 

phenoxy)propyl]phenyl} -3,9-diazabicyclo[3 3 . l]non-6-ene-9-carboxylic acid 
2,2,2-trichloro-l,l-dimethylethyl ester; 

{rac.y(lR* f 55*)-6-[(2-fluorobenzyl)cyclopropylcarbamoyl]-7-{4-[3-(2,3,6- 
20 trifluoro-phenoxy)propyl]phenyl} -3,9-diazabicyclo[3 .3 . 1 ]non-6-ene-9-carboxylic 
acid 2,2^-trichloro-l,l-dimethylethyl ester, 

(rac.y(JR * 5iS*)-6-[(2-methylbenzyl)cyclopropyIcarbamoyl]-7- {4-[3-(2,3,6- 
trifluoro-phenoxy)propyl]phenyl} -3,9-diazabicyclo[3 3 . 1 ]non-6-ene-9-caiboxylic 
25 acid 2,2,2-trichloro- 1 , 1 -dimethylethyl ester; 

(rac.y(]R * 55*)-6-[cyclopropyl-(2-o-tolylethyl)carbamoyl]-7- {4-[3-(2,3,6- 

trifluorophenoxy)propyl]phenyl} -3 ,9-diazabicyclo[3 3 . 1 ]non-6-ene-9-caiboxylic 
acid 2,2,2-trichloro- 1,1-dimethylethyl ester; 

30 
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(rac.)-(JR * 55*)-6-[cyclopropyl-(2- j p.tolylethyl)caibamoyl]^ {4-[3-(2,3,6- 

trifluorophenoxy)propyl]ph^ 

acid 2,2,2-trichloro-l,l-dimethylethyl ester, 

5 {rac.)-(lR*, 5S*)-6-[cyclopTopyl-(3,5-dimeto^^ {4-[3- 
(23,6-trifluoiophenoxy)propyy^^ 
caiboxylic acid 2,2,2-trichloro-l,l-dimethyiethyl ester; 

(rac>( 1R * J^^-S-CA-caibamoylbutyryl)-?- {4-[3-(2,3,6-trifluorophenoxy)- 

10 propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl- 
[2<4-methoxyphenoxy)ethyl]amide; 

(rac.)-( 1R *> 5S«^-3-(4^arbamoyIbut^ 

propyyphenylj-S^-diazabicyclofS.S.llnon-e-ene-e-carboxylic acid cyclopropyl- 
15 [2-(3-methoxyphenoxy)ethyl]amide; 

(rac.)-(lR* 5S*)-3-(4-caibamoylbut^ 

propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl- 
(2-m-tolyloxyethyl)amide; 

20 

(rac>( JR * 5S*)-3-(4-carbamoylbutyryl)-7- {4-[3<2,3,6-trifluorophenoxy> 

propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-caiboxyUc acid cyclopropyl- 
[2-(3,4-<iiniethylphenoxy)ethyl]amide; 

25 (rac.)-(lR * 5S*)-3^4K;aibamoylbuty^^ 

propyl]phenyl}-3,9-diazabicyclo[33.1]non-6-ene-6-caiboxylic acid cyclopropyl- 

[2-(2,3-difluorophenyl)ethyl]amide; 

(rac.)-(lR*, JS*)-3-(4^arbamoylbutyry^ 
30 propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl- 
[2-(4-fluorophenyl)ethyl]amide; 
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(rac.)-(JR* 5S*)0-(4^arbamoylbutyryl)-7-{^ 

propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-caiboxylic acid cyclopropyl- 
(2-o-tolylethyl)amide; 

5 (rac)-(JR * 55*)-3>(4-carbamoylbutyryl)-7- {4-[3-(2,3,6-trifluorophenoxy)- 

propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl- 
(2-/>-tolylethyl)amide; 

l:l-mixture of (JR, 5S)-3-((JS, ^)^hydroxypyrroUdine-2-caibonyl)-7-{4-[3- 
10 (2^,6-trifluorophenoxy)propyy 

carboxylic acid benzylcyclopropylamide and (IS, 5R)-3-((JS, 4R)-4- 
hydroxypyrroUdine-2-caibonyl)-7-{4^ 

3,9-^iiazabicyclo[3.3.1]non-6-ene-6-carboxylic acid benzylcyclopropylamide; 

15 l:l-mixture of (JR, 5S)-3-((JS, ^)^hydroxypym>lidine-2-carbonyl>7-{4-[3- 
(2,3,6-trifluorophenoxy)propylplienyl} ~3,9-diazabicyclo[3 3 . 1 ]non-6-ene-6- 
carboxylic acid (2-chlorobenzyl)ethylamide and (JS, 5R)-3-((JS, 4R)-4- 
hydroxypyrrottdine-2-carbonyl)-7- {4-[3 -(2 > 3,6-trifluorophenoxy)propylphenyl}- 
3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)ethylamide; 

20 

l:l-mixture of (JR, 5Sy3-((JS, 4i?)-4-hydroxypyrrolidine-2-carbonyi)-7-{4-[3- 
(2,3,6-trifluorophenoxy)propyl]phenyl}-3,9-diazabicyclo[3J.l]non-6^ene-6- 
carboxylic acid cyclopropyl-(2-fluorobenzyl)amide and (IS, 5R)-3-((lS, 4R)-A- 
hydroxypyrrolidine-2-carbonyl)-7- {4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl} - 
25 3,9-diazabicyclo-[3.3. l]non-6-ene-6-carboxylic acid cyclopropyl-(2- 

fluorobenzyl)amide; 

l:l-mixture of (JR, 5S)-3-((lS, 4/?)-4-hydroxypyrrolidine-2-carbonyl>7-{4-[3- 
(2,3,6-trifluorophenoxy)propyl]phenyty^ 
30. carboxylic acid cyclopropyl-(3-trifluoromethylben2yl)amide and (JS, 5R)-3-((IS, 
^H-hy^oxypym>Udine-2-carbonyl)-7-{4-[3-(2,3,6-tri 
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phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-caiboxylic acid cyclopropyl-(3- 
trifluoromethyIbenzyl)amide; 

l:l-mixture of (IR, 5S)-3-((lS. ^/?>^hydroxypyrrolidine-2-caibonyl)-7-{4-[3- 
5 (23,6-trifluorophenoxy)propyl]phenyl}-3,9^azabicyclo[3 

carboxylic acid cyclopropyl-(2-methylbenzyl)amide and (IS, 5K)-3-((lS, 4R)-4- 
hydroxypyrroUdine-2-carbony^^ 

3,9-diazabicyclo[3.3. l]non^ene~6-caiboxylic acid cyclopropyK2-methyl- 
enzyl)amide; 

10 

l:l-mixture of (IR, 5S)-3-((lS, ^)-4-hydroxypyrroUdine-2-carbonyl)-7-{4-[3- 
(23,6-trifluorophenoxy)propyl]phm^ 

carboxylic acid cyclopropyK2-m-tolyloxyethyl)amide and (IS, 5Ry3-((lR 4S-4- 
hydroxypyirolidine-2-carbony^^ 
15 3,9-diazabicyclo[3.3. llnonT^ne-e-caiboxylic acid cyclopropyl-(2-/w-tolyloxy- 
ethyl)amide; 

l:l-mixture of (1R, 5S)-3-((lS, ^i?)-4-hydroxypyrrolidine«-2-carbonyl)-7-{4.[3- 
(2,3,6-trifluorophenoxy)propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6- 

20 carboxylic acid cyclopropyK 3 * 5 -*^^^^ 61 ^ 1 ) 311 "^ 311(1 5R)-3-((lS, 
4i9^hydroxypyrroUdine-2^arbonylH^ 

phenyl}~3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-(3,5- 
dimethoxybenzyl)amide; 

25 l:l-mixture of (1R, 5S)-3-((JS, ^)-hydroxypyrroUdine-2-caibonyl)-7-{4-[3- 
(23,6-trifluorophenoxy)propyl]p^ 

carboxylic acid cyclopropyl-(2-p-tolylethyl)amide and (IS, 5R)~3-((1S, 4R)~ 
hydroxypyirotidme-2-carbony 

3,9-diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclopropyl-(2-/?-tolylethyl)- 
30 amide; 
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1 : 1 -mixture of (rac.) r (3R *y5-((lR * 5S*)-6- {cyclopropyl-[2-(3-methoxy- 
phenoxy)ethyl]carbamoyl}-7-{4-[3-(2,3,6-ti^ 

<tiazabicyclo[33.1]non-6-^ acid and (rac.)- 

(3S*)-5-((lR * 5S*)-6- {cyclopropyl-[2-(3-methoxyphenoxy)ethyl]carbamoyl} -7- 
5 {4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl} -3,9-diazabicyclo[3 .3 . 1 ]non-6-en-3- 
yl)-3-hydroxy-5-oxopentanoic acid; 

1 :l-mixture of (roc>(32?*)-5-((J2?* 55*)-6-{cyclopropyl-[2-(3,4-dimethyl- 
phenoxy)ethyl]carbamoyl}-7-{4-[3<2,3,6-trifluorophenoxy)prop 
10 diazabicyclo[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid and (rac.)- 
(3S*)-5-((JR * 5S*)-6- {cyclopropyl-[2-(3,4-dimethylphenoxy)ethyl]carbamoyl} - 
7-{4-[3-(23,6-trifluorophenoxy)propylfr^ 
3-yl)-3-hydroxy-5-oxopentanoic acid; 

15 l:l-mixture of (rac.)-(3R*y5-((lR* 55*H6-(cyclopropylphenethyl-carbamoyl)- 
7-{4-[3-(2 > 3,6-trifluorophenoxy)propyl]phenyl}-3 > 9-diazabicyclo[3.3.1]non-6-en- 
3-yl)-3-hydroxy-5-oxopentanoic acid and (rac.y(3S*y5-((JR * 5iS , *)-5-(6- 
(cyclopropylphenethylcarbamoyl)-7-{4-[3^2,3,6-tri£luorophenoxy)propyl3- 
phenyl} -3,9-diazabicyclo-[3 3. l]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid; 

20 

1 :l-mixture of (rac.)~(3R*y5-((lR* 55*)-6-{cyclopropyl-[2-(2,3-difluoro- 
phenyl)ethyl]caibamoyl} -7- {4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl} -3,9- 
diazabicyclo[3.3. l]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid and (rac.y 
(3S*y5-((IR * 5iS*)-6- {cyclopropyl-[2-(2,3-difluorophenyl)ethyl]carbamoyl} -7- 
25 {4-[3-(23»6-trifluorophenoxy)propyl]phenyl}-3,9-dia2abicyclo[33.1]non-6-en-3 
yl)-3-hydroxy-5-oxopentanoic acid; 

l:l-mixture of (rac.)-(3l?*)-5-((/i?*, 55*)-6-{cyclopropyl-[2-(4-fluorophenyl)- 
ethyl]caibamoyl}-7- {4-[3-(2,3,6Ttrifluorophenoxy)propyl]phenyl} -3,9-diaza- 
30 bicyclo[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid and (rac.)-C?-S*)-5- 
((/# * 5S*)-6- {cyclopropyl-t2-(4-fluorophenyl)ethyl]carbamoyl} -7- {4-[3-(2,3,6- 



WO 03/093267 



29 



PCT/EP03/03721 



trifluorophenoxy)propyl]ph^ 
hydroxy-5-oxopentanoic acid; 

1 : 1 -mixture of (rac.)~(3R *)S-((1R * 55*>6-[cyclopropyl-(2-o-tolylethyl)- 
5 carbamoyl]-7-{4-[3-(23,6-trifluo^ 

[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid and (rtfc.)-(3S*)-5-((iif* 

JiS'*)-6-[cyclopropyl-(2^4olyiethyl)carbamoyl]-7-{4-[3-(2,3,6-M^ 

propyl]phenyl}-3,9-diazabicyclo-[33J]TO^ 

acid; 

10 

1 : 1 -mixture of (rac. y(3R *)-5-((/# * 5S*)-6- [cyclopropyl-(2- j p-tolylethyl)- 
caibamoyl]-7-{4-[3-(23,64rffluoro^^ 

[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid and (rac.)-(3R*y5-((lR* 
55*)-6-[cyclopropyl-(2-p-tolylethyl)carbamoyl]-7-{4-[3-(2,3,^ 
15 phenoxy)propyl]phenyl}-3,9^azabicy^ 
oxopentanoic acid; 

(rac.)-(lR* 5S*>3-acetyl-7-{4-[3-(2,3,6-trifl^^^ 
diazabicyclo[33.1]non-6-ene-6-carboxylic acid ben2ylcyclopropylamide; 

20 

(rac.y(lR* 55*>3-acetyl-7-{4-[3-(23,6-trifluorophenoxy)propyl]phenyl}-3,9- 
diazabicyclo[3.3. l]non-6-ene-6-carboxylic acid cyclopropyl-(2-fluorobenzyl)- 
amide; 

25 (rac.y(JR* 5iS*^3-acetyl-7-{4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl}-3,9- 
diazabicyclo[3.3. l]non-6-ene-6-carboxyUc acid cyclopropyl-(2-methylbenzyl)- 
amide; 



{rac.y(lR* 55*)-3-acetyl-7-{4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl}-3 > 9- 
30 diazabicyclo[3.3.1]non-6-ene-6-caiboxylic acid cycIopropyl-[2-(4-methoxy- 
phenoxy)ethyl]amide; 
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(rac.y(lR* t 5S*)-3-acetyl-7-{4-[3-(2,3,6-trmuo 

diazabicyclo[3.3. l]non«6-ene-6-carboxylic acid cyclopropyl-[2-(3-methoxy- 
phenoxy)ethyl]amide; 

5 (rac.)-(lR * 5S*)-3-acetyl-7- {4-[3-(23,6-trifluorophenoxy)propyl]pheiiyl} -3,9- 
diazabicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid cyclopropyl-[2-(3-methyl- 
phenoxy)ethyl]amide; 

(rac.)-(JR* 5S*)-3-acetyl-7-{4-[3<2,3,6-^ 
10 diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropylphenethylamide; 

(rac.y(lR*, 5S*)-3-acetyl-7-{4-[3-(2,3,6-tr^^ 

diazabicyclo[3.3.1]non-6-ene-6-caiboxylic acid cyclopropyl(2-/*-tolylethyl)amide; 

1 5 (rac. )-S-((lR * 5S*)-6- {cyclopropyl-[2-(4-methoxyphenoxy)ethyl]carbamoyl} 
{4-[3^2^6-trifluorophenoxy)propylfr^ 
yl)-5-oxopentanoic acid; 

(rac.y5-((lR* 5iS*)-6-{cyclopropyl-[2-(3-me1hoxyphenoxy)eayl]carbamoyl}-7- 
20 {4-[3-(23,6-trifluorophenoxy)pro^ 
yl)-5-oxopentanoic acid; 

(rac.y5-((lR *, 5S*>6- {cyclopropyl[2-(3-methyiphenoxy)ethyl]caibamoyl} -7- {4- 
[3-(2,3,6-trifluorophen^^^ 
25 5-oxopentanoic acid; 

(rac.yS-dlR * 5S*)-6- {cyclopropyl-[2-(3,4-dimethylphenoxy)ethyl]carbamoyl} - 
7. {4-[3-(2,3,6-trifluorophenoxy)pTopyl]phenyl} -3,9-diazabicyclo[3 .3 .l]non-6-en- 
3-yl)-5-oxopentanoic acid; 

30 
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(rac.y5-((lR* 5S*)-6-(cyclopropylphenethylc^^ 

phenoxy)propyl]phenyl} -3,9-diazabicyclo[3 3 . 1 ]non-6-en-3-yl)-5-oxopentanoic 
acid; 

5 (rac.)-5-((lR* JS*)-6- {cyclopropyl-[2<2,3-difluorop^ 
{4-[3<2,3,6-trifluorophenoxy)pi^ 
yl)-5-oxopentanoic acid; 

(rac.)-5-((lR* 5iS^-6-{cyclopropyl-[2-(4-fluorophenyl)ethyl]carbamoyl}-7-{4- 
10 [3-(2,3,6-trifluorophenoxy)propyl^^ 
5-oxopentanoic acid; 

{rac.yS~((lR*, 55*)-6-{cyclopropyl-[2-(2-methylphmyl)ethyl]caibamoyl}-7-{4- 
[3-(2,3,6-trifluorophenoxy)propyl]phenyl} -3 ,9-diazabicyclo[3 .3 . 1 ]non-6-en-3 -yl>- 
15 5-oxopentanoic acid; 

(rac.y5-(£lR * JS'^-d-O^enzylcyclopropylcarbamoyl)-?- {4-[3-(2,3,6-trifluoro- 
phenoxy)propyl]phenyl} -3,9-diazabicyclo[3.3 . 1 ]non-6-en-3-yl>5-oxopentanoic 
acid methyl ester; 

20 

(rac.y5-(ilR * JS^-e-tcycIopropyKS-trifluoromethylbenzy^caibamoyl]-?- {4-[3- 
(2,3,6-trifluorophenoxy)propyl]pbenyl> -3,9-diazabicyclo[3 .3 . 1 ]non-6-en-3-yl)-5- 
oxopentanoic acid methyl ester; 

25 (rac.y5-((lR * 5iS*)-6-[cyclopropyl-(2-methylmethylbenzyl)caibamoyl]-7- {4-[3- 
(2,3,6-tri£luorophenoxy)propyl]phenyl} -3,9-diazabicyclo[3.3 . 1 ]non-6~en~3-yl)-5- 
oxopentanoic acid methyl ester; 

(rac.y5-({lR* 5S*y6- {cyclopropyl-[2-(4-methoxyphenoxy)ethyl]carbamoyl}-7- 
30 {4-[3-(23,6-trifluorophenoxy)pn>pyn^^ 
yl)-5-oxopentanoic acid methyl ester, 
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(rac.)-5-(ilR* 55*)-6-{cyclopropyl-[2-(3-methoxyphenoxy)ethyl]carbamoyl}-7- 
{4-[3-(23,6-trmuorophraoxy)propyl]phenyl}0,9-^azabicyclo[3.3.1]non-6-en-3- 
yl)-5-oxopentanoic acid methyl ester, 

5 (rac.)-5-{(lR*, 5S*)-6- {cyclopropyl-[2-(3-methylplieiioxy)ethyl]caibamoyl} -7- 
{4-[3-(23,6-trifluorophenoxy)propyl]phenyl}-3 J 9-diazabicyclo[3.3.1]non-6-en-3- 

yl)-5-oxopentanoic acid methyl ester, 

(rac>5-(( 1R *, 5S*)-6- {cyclopn>pyl-[2-(3,4-dimethylphenoxy)ethyl]caibamoyl} - 
10 7-{4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-en- 
3-yl)-5-oxopentanoic acid methyl ester, 

(rac. y5-(ilR * 55"*)-6-(cyclopiopylphenethylcarbamoyl)-7- {4-[3-(2,3,6-trifluoio- 
phenoxy)propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-en-3-yl)-5-oxopentanoic 

15 acid methyl ester, 

(rac.)-5-i(lR* 55'*)-6-{[2-(2-chlorophenyl)ethyl]cyclopropylcarbamoyl}-7-{4-[3- 
(2,3,6^trifluorophenoxy)propyl]phenyl}-3,9^azabicyclo[3.3.1]noii-6-en-3-yl)-5- 

oxopentanoic acid methyl ester; 

20 

(rac.)-5-i{lR * 5S*)-6- {cyclopropyl-[2-(2,3-difluorophenyl)ethyl]carbamoyl} -7- 
{4-[3-(2,3,6-trifluoropheiioxy)propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-en-3- 

yl)-5-oxopentanoic acid methyl ester; 

25 (rac.)-5-(ilR* 5S*)-6- {cyclopropyl-[2-(4-fluorophenyl)ethyl]carbamoyl}-7-{4- 
[3-(2,3,6-tri£luorophenoxy)propyl]phenyl} -3,9-diazabicyclo[3.3 . 1 ]non-6-en-3-yl)- 
5-oxopentanoic acid methyl ester; 

(rac.y5-((JR * 5S*>6- {cyclopropyl-[2-(2-methylphenyl)ethyl]carbamoyl} -7- {4- 
30 [3-(2,3,6-trmuorophenoxy)propyl]pheiiyl}-3,9-mazabicyclo[33.1]non-^-en-3-yl)- 
5-oxopentanoic acid methyl ester; 
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(rac.)-5-((lR * 5S*)~6- {cyclopn>pyI-[2-(4-methylphenyl)ethyl]carbamoyl}-7- {4- 

[3-(23,6-tiiauoiophenoxy)propylk^ 

5-oxopentanoic acid methyl ester; 

5 (rac)-S-((lR * 55*>6~(benzylcyclopropylcarbamoyl)-7- {4-[3-(2 > 3,6-trifluoro- 
phenoxy)propyl]phenyi}-3,9^azab^^ 
oxopentanoic acid; 

(rac.)-5-((lR * 55 rs ^-6-[cyclopropyl-(3-trifluoromethylbenzyl)carbamoyl]-7- {4-[3- 
1 0 (2,3 ,6-trifluorophenoxy)propyl]phenyl} -3,9-diazabicyclo[3 .3 . 1 }non-6-en-3 -yl)- 
2,2-dimethyl-5-oxopentanoic acid; 

(rac.)-5-((lR * 5S*>6- {cyclopropyl-[2-(4-methoxyphenoxy)ethyl]carbamoyl} -7- 
{4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl} -3,9-diazabicyclo[3 .3 . 1 ]non-6-en-3- 
1 5 yl>-2^-dimethyl-5-oxopentanoic acid; 

(rac.)-5-((lR * 5S*)-6- {cyclopropyl-[2-(3-methoxyphenoxy)ethyl]caibamoyl} -7- 
{4-[3-(2,3,6-trifluorophenoxy)propyl]pheiiyl} -3,9-diazabicyclo[3 J. l]non-6-en-3- 
yl>2,2-dimethyl-5-oxopentanoic acid; 

20 

(rac.)-5-((lR * 5S*)-6- {cyclopropyl-[2-(3-methylphenoxy)ethyl]caibamoyl} -7- 

{4-[3-(2,3,6-trifluorophen^^ 

yl)-2,2-dimethyl-5-oxopentanoic acid; 

25 (rac.)-5-((lR * 5iS*)-6- {cyclopropyl-[2-(3,4-dimethylphenoxy)ethyl]carbamoyl} - 
7- {4-[3-(2,3,6-trifluorophenoxy)propyl]phen>1} -3,9-diazabicyclo[3 .3 . l]non-6-en- 
3-yl)-2,2-dimethyl-5-oxopentanoic acid; 

(rac.)-5-(Cm* 5£^-6-(cyclopropylphenethylc^ 
30 phenoxy)propyl]phenyl}-3,9^a^ 
oxo-pentanoic acid; 
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(rac.y5-((JR*. 55*)-6-{[2-(2-chlorophenyl)ethyl]cyclopropylcaibamoyl}-7-{4-[3- 
(23,6-trifluoiophenoxy)propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-en-3-yl)- 
2,2-dimethyl-5-oxopentanoic acid; 

5 (rac.)-5-((lR * 5S*)-6- {[2-(2,3-difluorophenyl)ethyl]cyclopropylcarbamoyl} -7- 
{4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl}-3,9-diazabicyclo[3 .3 . l]non-6-en-3- 
yl)-2,2-dimethyl-5-oxopentanoic acid; 

(rac.y5-((JR* 55*)-6-{[2-(4-fluorophenyl)ethyl]cyclopropylcari)amoyl>-7-{4-[3- 
10 (2,3,6-trifluorophenoxy)propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-en-3-yl)- 
2,2-dimethyl-5-oxopentanoic acid; 

(rac.)-5-((JR * 5S*)-6- {[2-(2-methylphenyl)ethyl]cyclopropylcaibamoyl} -7- {4- 
[3K2,3,6-trifluorophenoxy)propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-eii-3-yl)- 

15 2,2-dimethyl-5-oxopentanoic acid; 

(rac.)-5-iUR * 5S*y6- {[2-(4-methylphenyl)ethyl]cyclopropylcarbamoyl} -7- {4- 
[3-(2,3,6-trifluorophenoxy)piopyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-en-3-yl)- 
2,2-dimethyl-5-oxopentanoic acid; 

20 

l:l-mixture of (rac.)-(2R* 3S*y4-((lR* 55*)-6-[(2-chlorobenzyl)etbyl- 
carbamoyl]-7-{4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl}-3,9-diazabicyclo- 
[3.3.1]non-6-en-3-yl)-2^-dihydroxy-4-oxobutyric acid and (rac.y(2S* 3R*)-4- 
((1R* 55*)-6-[(2-chlorobenzyl)ethylcaibamoyl]-7- {4-[3-(2,3,6-trifluoro- 

25 phenoxy)propyl]phenyl}-3,9HuazabicycIc~[33.1]non-6-enO-yl)-2,3-^ydroxy-4- 

oxobutyric acid; 

l:l-mixture of {rac.)-(2R*, 3S*y4-{(lR*, 55*)-6-[cyclopropyl-(2-£luorobenzyl> 
caibamoyl]-7-{4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl}-3,9-dia2abicyclo- 
30 [3.3.1]non-6-en-3-yl)-2,3-dihydroxy-4-oxobutyric acid and {rac.)-{2S*, 3R*)-4- 
(( 1R * 55*)-6-[cyclopropyl-(2-fluoiobenzyl)carbamoyl]-7- {4-[3-(2,3,6-trifluoro- 
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phenoxy)propyl3phenyl}0,9^azabicyclo-[33J]non-6-en-3-yl)-23-d^ydroxy-4- 
oxobutyric acid; 

l:l-mixture of (rac.)-(2R* 3S*)-4-«lR* 55*)-6-[cyclopropyl-(3-tri£luoromethyl- 
5 benzyl)caibamoyi]-7-{4-[3<2,3,6-trmuorophenoxy)propyl]phenyl}-3,9-diaza- 
bicyclo[3.3.1]non-6-en-3-yl)-2 > 3-dihydroxy-4-oxobutyric acid and (rac.y(2S* 
3R*y4-((lR*. 55*)^-[cyclopropyl-(3-tri£luoromethyIbenzyl)caibamoyl]-7-{4-[3- 
(2,3,6-tri£luorophenoxy)propyl]phenyl}-3,9-<ua2abicyclo-[3.3.1]non-6-en-3-yl)- 
2 } 3-dihydroxy-4-oxobutyric acid; 

10 

l:l-mixture of (rac)-(2R* 3S*)-4-((lR* 55*>6-{cyclopropyl-[2-(2,3-difluoro- 
phenyl)ethyl]carbamoyl}-7-{4-[3-(2,3,6-trifluoxophenoxy)propyl]phenyl>-3 > 9- 
diazabicyclo[3.3.1]non-6-en-3-yl)-2,3-dihydroxy-4-oxobutyric acid and (rac.)- 
(2S* 3R*)-4-((lR* J^^-e-Ccyclopropyl-P^S-difluorophenyOethyl]- 
1 5 carbamoyl} -7- {4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl} -3,9-diazabicyclo- 
[3.3.1 ]non-6-en-3-yl)-2,3-dihydroxy-4-oxobutyric acid; 

l:l-mixture of (rac.)-(2R* 3S*)-4-({lR* 55'*)-6-{cyclopropyl-[2-(2-methyl- 
phenyOemyqcarbamoy^^-i^lS^Sje-trifluorophenoxy^ropyllphenyl}^^- 
20 diazabicyclo[3.3.1]non-6-en-3-yl)-2,3-dihydroxy-4-oxobutyric acid -and (rac.)- 
(2S* 3R *)-4-((lR * 5S*)-6- {cyclopropyl-[2-(2-methylphenyl)ethyl]carbamoyl} - 
7_{4-[3^2,3,6-trifluorophenoxy)propyl]phenyl}-3,9-diazabicyclo-[3.3.1]non-6- 
en-3-yl)-2,3-dihydroxy-4-oxobutyricacid; 

25 lil-mixture of (rac.y{2R* 3S*)-4-(VR* JS^-e-tcyclopropyl-^SKnmethoxy- 
benzyl)carbamoyl]-7- {4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl} -3,9-diaza- 
bicyclo[3.3.1]non-6-en-3-yl)-23-dihydroxy-4-oxobutyric acid and (rac.)-(2S*, 
3R*)-4-((lR* 55*)-6-[cyclopropyl-(3,5-dimethoxybenzyl)carbamoyl]-7-{4-[3- 
(23,6-trifluorophenoxy)propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-en-3-yl)- 

30 2,3-dihydroxy-4-oxobutyric acid; 
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l:l-mixture of {rac.y{2R* 3S*)-4-((ii?* 5«S*>6-{cyclopropyl-[2-(4-methyl- 
phenyl)ethyl]carbamoyl} -7- {4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl} -3,9- 
diazabicyclo[33J]non-6-en-3-yl)-23-d&^^ acid and (rac.)- 

(2S* 3i?*)-4-((71?* 5S^6-{cyclopropyl-[2-(4-meth^^ 
5 7-{4-[3-(2,3,6-trifluorophen^^ 

en-3-yl)-2,3-dihydroxy-4-oxobtityric acid; 

1 : 1-mixture of (rac.y{3R *)-5-((iJ? * 5iS*)-6-[(2-chlorobenzyl)cyclopropyl- 
c^amoyl]-7-{4-[3-(2,3,5-trime^ 
10 [3.3.I]non-6-en-3*yl)-3-hydroxy-5-oxopentanoic acid and (rac>-(35*)-5-((7/?* 
55*)-6-[(2-chlorobenzyl)cyclopropyl-caibamoyl]-7-{4-[3-{2,^ 
phenoxy)ethyl]phenyl}-3,9-diazabic^^^ 
oxopentanoic acid; 

15 l:l-mixture of (rac.)-(32i*)-5-((/i?* 5iS*)-6-[(2-chlorobenzyl)etiiylcaibamoyl]-7- 
{4-[3-(2,3,5-trimethylphenoxy)eto^ 

yl)-3-hydroxy-5-oxopentanoic acid and (rac.y(3S*y5-({lR*, 5S*)-6-[(2- 
chlorobenzyl)etbylcarbamoyl]-7- {4-[3-(23,5-trimethylphenoxy)ethyl]phenyl} - 
3,9-diazabicyclo[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid; 

20 

(rac. y5-((lR * 55*>7- {4-[3-(2-bromo-5-£luorophenoxy)propyl]phenyl} -6- 

{cyclopropyl-[2-(2-hydroxyethyl)b 

6-en-3-yl)-5-oxo-pentanoic acid; 

25 (rac.)-5-((/i?* J£*)-7-{4-[3-(2-bromo-5-fl^ 
{cyclopropyl-[2-(2-hydroxyethyl)ben^ 
6-en-3-yl)-5-oxo-pentanoic acid methyl ester; 



30 



(rac.y{lR*, 5iS*>7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}-3-(4- 
carbamoylbutyryl)-3,9-diazabicyclo[3.3. l]non-6-ene-6-carboxylic acid 
cyclopropyl-[2-(2-hydroxyethyl)benzyl]amide; 
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(rac.y{lR*, 5S*)-3-acetyl-7-{4-[3<2,3,6^^ 

diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-[2-(2-hydroxyethyl)- 
benzyl]amide; 

5 {rac.)-5-dlR * JS*)-6- {cyclopropyl-[2-(2-hydroxyethyl)benzyl]caibamoyl} -7- {4- 
[3-(23,6-trifluorophenoxy)propylte^ 
5-oxo-pentanoic acid; 

(rac.y5-((lR * 5S*)-6- {cyclopropyl-[2-(2-hydroxyethyl)benzyl]carbamoyl} -7- {4- 
10 [3~(2,3,6-trifluorophenoxy)propylfr^^ 
5-oxopentanoic acid methyl ester; 

(rac.)-5-((lR * 5£*>6- {cyclopropyl-[2-(2-hydroxyethyl)benzyl]carbamoyl} -7- {4- 
[3-(23,6-trifluorophenoxy)propylte^ 
15 2,2-dimethyl-5-oxopentanoic acid; 

(rac.y(lR* 5.9*)-3-(4^arbamoylbutyryl)-7-{4-[3-(2,3,6-trifluorophenoxy^ 
propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl- 
[2-(2-hydroxyethyl)benzyl]amide; 

20 

(rac.y5-{(lR*, 55*)-7-{4-[3^2-bromo-5-fluorophenoxy)propyl]phenyl}-6-[(2- 
chlorobenzyl)ethylcarbamoyl]-3,9-diazabicyclo[3 .3 . 1 ]non-6-en-3-yl}-5-oxo- 
pentanoic acid; 

25 (rac.)-5-{(/i?*, 55*)-7-{4-[3«(2^bromo-5-fluorophenoxy)propyl]phenyl}-6- 
[cyclopropyl-(3-trifluoromethylbenzy0^ 
en-3-yl} -5-oxopentanoic acid; 

(rac.yS- {(//?* 5S*)-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]pbenyl}-6- 

30 [cyclopropyl-(2-methylbenzyl)carbamoyl]-3,9-diazabicyclo[3 .3 . 1 ]non-6-en-3-yl} - 
5-oxopentanoic acid; 
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(rac.)-5- {(1R * 5£*)-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} -6- 

{cyclopropyl-[2-(4-methoxyphenoxy)ethyl]carbamoyl} -3,9-diazabicyclo[3.3. 1]- 
non-6-en-3-yl)-5-oxopeatanoic acid; 

5 (rac. )-5- {(JR * 5S*)-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} -6- 

{cyc!opix^yl-[2-(3,4-dimethylphenoxy)e 
non-6-en-3-yl)-5-oxopentanoic acid; 

(rac.)-5-((lR * 5S*)-7- {4-[3-(2-biomo-5-£luorophenoxy)propyl]phenyl} -6- {[2-(4- 
10 fluorophenyl)ethyl]cyclopropylcaibam 
yl)-5-oxopentanoic acid; 

(rac.)-5-{(lR\ J£*)-7-{4-[3-(2-bromo-5-fluoro^^ 
ch!orobenzyl)ethylcarbamoyl]-3,9-diazabfc^ 
15 pentanoic acid methyl ester; 

(rac.)-5- {(1R * 5£*)-7- {4-[3-(2-bromcH5-fluorophenoxy)propyl]phenyl} -6- 

[cyclopropyl-(2-fluorobenz^)caAamoyl]-3 > 9-diazabicyclo[3.3. l]non-6-en-3-yl} - 
5-oxopentanoic acid methyl ester; 

20 

(rac. )-5- {(1R * 5iS*)-7- {4-[3-(2-bromo-5-fluoropheaoxy)propyl]phenyl} -6- 

[cyclopropyl-(3-tiifluoromethylbe 

en-3-yl} -5-oxopentanoic acid methyl ester, 

25 (rac.)-5- {(1R * 5iS*)-7-{4-[3--(2-bromo-5-fluorophenoxy)propyl]phenyl} -6- 

[cyclopropyl-(2-methylbenzyl)carbamoyl]-3,9-diazabicyclo[3.3. l]non-6-en-3-yl} - 
5-oxopentanoic acid methyl ester; 

(rac.)-5-((lR* 55'*)-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}-6- 
30 {cyclopropyl-[2-(4-methoxyphenoxy)ethyl]caibamoyl} -3,9-diazabicyclo[3 .3 . 1 ]- 
non-6-en-3-yl)-5-oxopentanoic acid methyl ester; 
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(raay5-((lR * 5S*)-7- {4-[3-<2-bromo-5-fluorophenoxy)propyl]phenyl} -6- 

{cyclopropyl-[2-(3-methylph^ioxy)ethyl]carbamoyl} -3,9-diazabicyclo[3 .3 . 1 ]non- 
6-en-3-yl)-5-oxopentanoic acid methyl ester; 

5 (roc. y5-HJR * 5.S*)-7- {4-[3-(2-bromo-5-fluoropheaoxy)propyl]phenyl} -6- 

{cyclopropyl-[2-(3,4-dimethylphenoxy)e 
non-6-en-3-yl)-5-oxopentanoic acid methyl ester; 

(rac.y5-[(lR * 5S*)-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} -6- 

10 (cyclopropylphenethyicarbamoyl)0,9-diaza^ 
pentanoic acid methyl ester; 

(rac.)-5-((JR * 5S*)-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} -6- {[2^(2- 
chlorophenyl)ethyl]cyclopropylcarbamoyl} -3,9-diazabicyclo[3 .3 . 1 ]non-6-en-3- 
15 yl)-5-oxopentanoic acid methyl ester; 

(rac.)-S-((lR* 55*)-7-{4-[3-(2-bromo-5-£luorophenoxy)propyl]phenyl}-6-{[2- 
(2 > 3^£luorophenyl)ethyl]cyclopropylcaibamoyl}-3,9-Kiiazabicyclo[33.1]non-6- 
en-3-yl)-5-oxopentanoic acid methyl ester; 

20 

(rac.)-5-((lR* 55*)-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}-6-{[2-(4- 
fluorophenyl)ethyl]cyclopropylcarbamoyl}-3,9^azabicyclo[3.3.1]non-6-en-3- 
yl)-5-oxopentanoic acid methyl ester; 

25 (rac.)-5-{(lR* P 55*)-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}-6-{[2-(2- 
mefihylphenyl)ethyl]cyclopropylcarbamoyl} -3,9-diazabicyclo[3 .3. 1 ]non-6-en-3- 
yl)-5-oxopentanoic acid methyl ester; 

(rac. )-5-((7i? * 5S*)-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} -6- {[2-(4- 
30 methylphenyl)ethyl]cyclopropylcarbamoyl} -3,9-diazabicyclo[3 .3 . 1 ]non-6-en-3- 
yl)-5-oxopentanoic acid methyl ester; 
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(rac.)-5- {(JR * 5S*)-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} -6-[(2- 
chlorobenzyl)ethjdcarbamoyl]-3,9-diazabicyclo[3.3. l]non-6-en-3-yl} -2,2- 
dimethyl-5-oxopentanoic acid; 

5 (rac )-5-{(lR * 5S*)-7- {4-[3-(2-bromo-5-fluorophenoxy)propyi]phenyl} -6- 

[cyclopropyl-(3-trifluoromethyIb^^ 1 ]non-6- 

en-3-yl} -2,2-dimethyl-S-oxo-pentanoic acid; 

(rac.)-5-((lR*, 55 r *)-7-{4-[3-(2-bromo-5-£luorophenoxy)propyl]phenyl}-6- 
10 {cyclopropyl-[2-(4-methoxyphenoxy)ethyl]carbamoyl} -3,9-diazabicycIo[3.3. 1 ]- 
non-6-en-3-yl)-2^-dimethyl-5-oxopentanoicacid; 

(rac.y5-((JR * JS*>7- {4-[3-(2-bromo-5-£luorophenoxy)propyl]phenyl} -6- 

{cyclopropyl-[2-(3-methylphenoxy)ethyl]carbamoyl}-3,9-diazabicyclo[3.3.1]- 
15 non-6-en-3-yl)-2,2-dimethyl-5-oxopentanoic acid; 

(roc.)-5-((//? * 5S*)-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} -6- 

{cyclopropyl-[2-(3 > 4-dimethylphenoxy)ethyl]caibamoyl} -3,9-diazabicyclo- 
[33. l]non-6-ea-3-yl)-2,2-dimethyl-5-oxopentanoic acid; 

20 

(rac.)-5-(!ilR* 55*)-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}-6-{[2-<2- 
cMorophenyl)ethyl]cyclopropylcarbamoyl} -3,9-diazabicyclo[3 .3 . 1 ]non-6-en-3- 
yl)-2,2-dimethyI-5-oxopentanoic acid; 

25 (rac.)-5-((lR * 5£*)-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]pheiiyl} -6- {[2- 
(2,3-difluorophenyl)ethyl]cyclopro^ 
en-S-yl^^-dimethyl-S-oxopentanoic acid; 

(rac.)-S-({lR* 5*S*)-7-{4-[3-(2-broino-5-fluorophenoxy)propyl]phenyl}-6-{[2-(4- 
30 fluorophenyl)ethyl]cyclopropylcarbamoyl} -3,9-diazabicyclo[3.3. 1 ]non-6-en-3- 
yl)-2,2-dimethyl-5-oxopentanoic acid; 
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(rac)-5-i(JR* 55*)-7-{4-[3-{2-bn>mo-5-fluorophenoxy)pn)pyl]phenyl}-6-{[2-(2- 
methylpheiiyl)ethyl]cyclopix)pyl(^amoyl}-3,9-diazabicyclo[3.3.1]non-6-en-3- 
yl)-2,2-dimethyl-5-oxopentanoic acid; 

5 l:l-mixture of {rac.y(2R* 3S*)-4-{(22?* 5S*)-7-{4-[3-(2-bromo-5-fluoro- 
phenoxy)propyl]phenyl}-6-[(2^Ma 

[3.3.1]non-6-en-3-yl}-2,3-dihydroxy-4-oxobutyric acid and (rac.)-(2S* 3R*)-A- 
{( 1R * J5*)-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}-6-[(2-chloro- 
benzyl)ethylcarbamoyl]-3,9-diazabicyclo-[33.1]non-6^en-3-yl}-23-^ydroxy-4- 

10 oxobutyric acid; 

l:l-mixture of {rac.)-{2R* 3S*>4-{(i** 5S*)-7-{4-[3-(2-bromo-5-fluoro- 
phenoxy)propyl]phenyl}-6-[cyclo^^ 

bicyclo[3.3.1]non-6-en-3-yl}-2,3-daiydroxy-4-oxobutyric acid and (rac.)-(2S* 
15 3R*)-4-{(lR* J,S*)-7-{4-[3-(2-bromo-5-fluoro-phenoxy)propyl]phenyl}-6- 
[cyclopropyl-(2-fluorobenzyl)caibamoyl]-3,9-diaza-bicyclo[3.3.1]non-6-en-3-yl}- 
2,3-dihydroxy-4-oxobutyric acid; 

l:l-mixture of (rac.y(2R* 3S*)-4-{(IR* 55*)-7-{4-[3-(2-bromo-5-fluoro- 
20 phenoxy)propyl]phenyl}-6-[cyclopropyl-(3-trifluoromethylbenzyl)carbamoyl]- 

3,9-diazabicyclo[3.3.1]non-6-en-3-yl}-2,3-dihydroxy-4-oxobutyric acid and 
(rac.)-(2S* 3R*)-4-{(lR* 55*)-7-{4-[3-(2-bromo-5-£luoro-phenoxy)propyl]- 
phenyl}-6-[cyclopropyH3-trifluoromethylbenzyl)caibamoyl]-3,9^azabicyclo- 
[33.1]non^-en-3-yl}-2^-dihydioxy-4-oxobutyricacid; 

25 

l:l-mixture of (rac.)-{2R\ 3S*)-4-{(JR* J5*)-7-{4-[3-(2-bromo-5-fluoro- 
phenoxy)propyl]phenyl}-6-[cyclopropyl<2-metbylbenzyl)carbamoyl]'3,9-diaza- 
bicyclo[3.3.1]non-6-en-3-yl}-2,3-dihydroxy-4-oxobutyric acid and (rac.)-(2S* 
3R*)-4-{(lR *, 55'*>7-{4-[3-(2-bromo-5-£luorophenoxy)propyl]-phenyl}-6- 
30 [ C yclopropyl<2-methyIbenzyl)caibamoyl]-3,9Hnazabicyclo-[3.3.1]non-6-en-3- 
yl}-2,3-dihydroxy-4-oxobutyric acid; 
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l:l-mixture of (rac.y(2R* 3S*)-4-((lR* 55*)-7-{4-[3-(2.bromo-5-fluoro- 
phenoxy)propyl]phenyl} -6- {cyclopropyl-[2-(4-methoxy^^ 
<^amoyl}-3,9^a2abicycIo[33.1]no 

acid and (rac.)-(2S* 3R*y4-((lR* 5S*y7-{4-[3-(2-bTomo-S-fluoTO- 
5 phenoxy)propyl]phenyl} -6- {cyclopropyl-[2-(4-methoxyphenoxy)e^ 
carbamoyl}-3^-diazabicyclo[33.1]non-6^^ 
acid; 

l:l-mixture of (rac.)-(2R* 3S*)-4-((itf* 5S*)-7-{4-[3-(2-bromo-5-fluoro- 
10 phenoxy)propyl]phenyl} -6- {cyclopropyl-[2-(3-methylphenoxy)ethyl]carbamoyl} - 
3,9-diaz*icyclo[33.1]non-6-en-3-yl)-23-dity acid and 

(rac.y(2S* 3R*y4-((lR* 5S*)-7- (4-[3-(2-bromo-5-fluorophenoxy)propyl]- 
phenyl} -6- {cyclopropyl-[2-(3-methylphenoxy)ethyl]carbamoyl} -3,9-diaza- 
bicyclo[3.3. l]non-6-en-3-yl)-2,3-dihydroxy-4-oxobutyric acid; 

15 

l:l-mixture of (rac.)-(2R*, 3S*)-4-((lR*, 5S*)-7-{4-[3^2-bromo-5-fluoro- 
phenoxy)propyl]phenyl} -6- {cyclopropyl-[2-(3,4-dimethylphenoxy)ethyl]- 
carbamoyI}-3,9^azabicyclo[33J]non^-en-3^ 

acid and (rac)-(25* 3R*y4-((lR* 55*)-7-{4-[3-(2-bromo-5-fluorophenoxy> 
20 propyl]phenyl}-6-{cyclopropyl-[2-(3,4-dm^ 

diazabicyclo[3.3. 1 ]non-6-en-3-yl)-2,3-dihydroxy-4-oxobutyric acid; 

lil-mixture of (rac.y(2R* 3S*)-4-[(JR* 55*)-7-{4-[3-(2-bromo-5-fluoro- 
phenoxy)propyl]phenyl}-6-(cyclopropylphenethylcarbamoyl)-3,9-diazabicyclo- 
25 [3.3.1]non-6-ai-3-yl]-2,3-dihydroxy-4-oxobutyric acid and (rac.y(2S*, 3R*)-4- 
[(1R* 5S^7-{4-[3<2-bromo-5-fluorophen^ 
phenethylcarbamoyl)^,9^iazabi^^ 
oxobutyric acid; 

30 l:l-mixture of (ra*y(2R* 3S*)-4-((JR* 5S^-7-{4-[3-(24>romo-5-fluoro- 
phenoxy)propyI]phenyl} -6- {[2-(2-chlorophenyl)ethyl]cyclopropylcarbamoyl} - 
3,9-diazabicyclo[3.3. l]non-6-en-3-yl)-2,3-dihydroxy-4-oxobutyric acid and 
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(rac.y{2S*. 3R *)-4-((lR * 5£*)-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]- 
phenyl} -6- {[2-(2-chlorophenyl)ethyl]cyclopropylcarbamoyl} <3,9-diazabicyclo- 
[33.1]non-6^n-3-yl)-23-dihydroxy-4-oxobutyric acid; 

5 l:l-mixture of (rac>(2tf* 3S*)-4-({lR* JS*)-7-{4-[3-(2-bromo-5.fluoro- 
phenoxy)propyl]phenyl} -6- {[2-(4-fluorophenyl)ethyl]cyclopropylcarbamoyl}- 
3,9-diazabicyclo[33.1]non^en-3-yl)-2,3-dft^ acid and 

(rac±(2S* 3R*)-4-(ilR* 9 55*>7-{4-[3-(2^broino-5^£luorophenoxy)propyl]- 
phenyl} -6- {[2-(4-fluorophenyl)ethyl]cyclopropylcarbamoyl} -3,9-diazabicyclo- 

10 [33. l]non^-en-3-yl)-23-Kiihydroxy-4--oxobutyric acid; 

l:l-mixture of (rac.y(2R* 3S*)-4-((J** 5S*)-7-{4-[3"(2-bromo-5-fl\ioro- 
phenoxy)propyl]phenyl} -6- {[2-(2-methylphenyl)ethyl]cyclopropylcarbamoyl} - 
3>9-diazabicyclo[33.1]non-6-en-3-yl>^ acid and 

15 {rac.y(2S\ 3R *)-4-((/i? * 5S*>7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]- 
phenyl} -6- {[2-(2-methylphenyl)ethyl]cyclopropylcaibamoyl} -3,9-diazabicyclo- 
[33.1]non-6-en-3-yl)-2,3-dihydroxy-4-oxobutyric acid; 

l:l-mixture of {rac.y{2R*, 3S*)-4~((1R* 5S*)-7-{4-[3-(2-bromo-5-£luoro- 
20 phenoxy)propyl]phenyl} -6- {[2-(4-methylphenyl)ethyl]cyclopropylcarbamoyl} - 
3,9^iazabicyclo[33.1]non^-en-3-yl)-2,3-dihydroxy-4-oxobutyric acid and 
(rac.)-(2S* 3R*)-4-((lR* 5iS*).7-{4-[3-(2-bromo-5-£luorophenoxy)propyl3- 
phenyl}'6-{[2-(4-methylphenyl)ethyl]cyclopropylcaibamoyl}-3^-diazabicyclo- 
[3 3 . l]non-6-en-3-yl)-2,3-dihydroxy-4-oxobutyric acid; 

25 

(rac.y(lR * J£*)-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} -3-(4- 

carbamoylbutyiyl)-3,9-diazabicyclo[33.1]non-6-ene-6-carboxylic acid (2-chloro- 
benzyl)ethylamide; 

30 (rac.y(lR * 5S*)-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} -3-(4- 

carbamoylbutyryl)-3,9-diazabicyclo[33.1]non-6-ene-6-carboxylic acid 
cyclopropyl-(2-fluoroben2yl)amide; 
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(rac.y(lR* 55*>7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}-3-(4- 
carbamoylbutyryl)-3,9-diazabicyclo[33. l]non-6-ene-6^arboxylic acid 
cyclopropyl-(2-methylbenzyl)amide; 

5 

(rac.y(JR* 55*)-7-{4-[3-(2-bromo«5-fluorophenoxy)propyl]phenyl}-3-(4- 
carbamoylbutyryl)-3,9-diazabicyclo[33 . 1 ]non-6-ene~6-carboxylic acid 
cyclopropyl-[2»(4-methoxyphenoxy)ethyl]amide; 

10 (rac.)-(lR* 55*)-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}-3-(4^ 
caibamoylbutyiyl)-3,9^a2^bicyclo[33.1]non-6-ene-6^arboxylic acid 
cyclopropyH2-(3,4-dimethylphenoxy)ethyl]amide; 

(rac.)-( 1R *. 5S*yi- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} -3-(4- 

15 carbamoylbutyryl)-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid [2-(2- 
chlorophenyl)ethyl]cyclopropylamide; 

(rac.)-( 1R * 5S*>7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} -3-(4- 

carbamoylbutyryl)-3,9-diazabicyclo[33.1]non-6^ne-6-carboxylic acid [2-(2,3- 
20 di£luorophenyl)ethyl]cyclopropylamide; 

(rac.y(lR+, 5iS*)-7-{4-[3-<2-bromo-5-fluoropheiioxy)propyl]phenyl}-3-(4- 
carbamoylbutyryl)-3,9-diazabicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid [2-(4- 
fluorophenyl)ethyl]cyclopropylamide; 

25 

(rac>( 1R * 55*)-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}-3-(4- 

caibamoylbutyryl)-3,9-diazabicyclo[3.3 . 1 ]non-6-ene-6-caiboxylic acid [2-(2- 
methylphenyl)ethyl]cyclopropylamide; 



30 (rac.y(lR * 5S*)-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} -3-(4- 

carbamoylbutyryl)-3,9-diazabicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid [2-(4- 
methylphenyl)ethyl]cyclopropylamide; 
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(rac.y(lR* 5S*>7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}-3-(4- 
carbamoylbutyryl)-3,9^azabicyclo[33.1]non-6-ene-6-caiboxylic acid 
cyclopropyK3,5-dimethoxybemyl)amide; 

5 

l:l-mixture of (rac.y(3R*y5-{(lR* 5S*)-7-{4-[3<2-bromo-5-flu^^ 
propyl]phenyl}-6-[(2-chloro^ 

6-en-3-yl}-3-hydroxy-5-oxopentanoic acid and (rac.y(3S*)-5-{(lR* 5S*)-7-{4- 
[3-(2-bromo-5-fluorophenoxy)-prop 
10 carbamoyl]-3,9-diazabicyclo[3.3. l]non-6-en-3-yl} -3-hydroxy-5-oxopentanoic 
acid; 

l:l-mixture of (rac.y(3R*y5-{(lR* 5£*)-7-{4^3-(2-bromo-5-fluorophra^ 
propyl]phenyl}^-[cyclopropyl-(2-fluorobenzyl)caibamoyl]-3,9-diazabicy 
15 [3.3.1]non-6-en-3-yl}-3-hydroxy-5-oxopentanoic acid and (rac.)-C?S*)-5-{(7J?* 
5S*)-7- {4-[3-(2-bromo-5-£luorophenoxy)propyl]phenyl} -6-[cyclopropyl-(2- 
fluorobenzyl)carbamoyl]-3^^azabicyclo[33.1]non-6--en-3-yl}-3-hydroxy-5- 

oxopentanoic acid; 

20 l:l-mixture of (rac.y(3R*y5-{(lR*, 5S*)-7-{4-[3K2-bromo-5-fluoroph 
propyl]phenyl}-6-[cyclopn>pyl-(3-t^ 

bicyclo[3.3.1]non-6-en-3-yl}-3-hydroxy-5-oxopentanoic acid and (rac.y(3S*y5- 
{( 1R * J5*)-7- {4-[3-(2-bromo-5-fluorophe»ioxy)propyl]phenyl} -6-[cyclopropyl- 
(3-1rifluoromethyIbenzyl)c^ 
25 hydroxy-5-oxopentanoic acid; 

lil-mixture of (rac.y(3R*y5-{(lR* 5S*)-7-{4-[3-(2-bromo-5-fluo^ 
propyl]phenyl} -6-[cyclopropyl-(2-methylbenzyl)caibamoyl]-3,9-diaza- 
bicyclo[3.3.1]non-6-en-3-yl}-3-hydroxy-5-oxopentanoic acid and (rac.)-(3S*y5- 
30 {(1R * SS*yt- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} -6-[cyclopropyl- 
(2-methyIbenzyl)caifcamoyl]-3,9-diaz^^ 
oxopentanoic acid; 
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l:l-mixture of (rac.y(3R*)-5-((lR* 55*)-7-{4-[3-(2-bxomo-5-fluorophenoxy> 
propyl]phenyl}-6-{cyclopn>pyl-[2-(^^ 

diazabicyclo[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid and (rac.)- 
5 (5S*)-5-(C/#*, 5S*)-7-{4-[3~(2-bromo-5-fl™^ 

{cyclopropyl-[2>(4-methox)phenoxy)ethyl]carbamoyl} -3 ,9-diazabicyclo[3.3.1]- 
non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid; 

l:l-inixture of (rac.)-(3R*)-5-((lR* 5iS*)-7-{4-[3-(2-bromo-5-fluorophenoxy)- 
1 0 propyl]phenyl} -6- {cyclopropyl-[2-(3 -methylphenoxy)ethyl]carbamoyl} -3,9- 

diazabicyclo[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid and (rac.)- 
(3S*)-5-(( J* * JS*)-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl> -6- 

{cyclopropyl-[2-(3-methylphenoxy)ethyl]carbamoyl}-3,9-diazabicyclo[33.1]non- 
6-en-3 -yl)-3-hydroxy-5-oxopentanoic acid; 

15 

l:l-mixture of (rac.y(3R*)-5-((lR* 5S*)-7- {4-[3-(2-bromo-5-fluorophenoxy)- 
propyl]phenyl}-6-{cyclopropyl-[2-(3 > 4-dimethylphenoxy)ethyl]carbam 
diazabicyclo[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid and (rac.)- 
(3S*)-5-((/,R* 55*>7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}-6- 
20 {cyclopropyl-[2-(3,4-dimethy^ 

non-6-en-3 -yl)-3 -hydroxy- 5 -oxopentanoic acid; 

l:l-mixture of (rac.)-(3R*)-5-[(lR* J l S*)-7-{4-[3-(2-bromo-5-fluorophenoxy)- 
propyl]phenyl} -6-(cyclopropylphenethylcarbamoyl)-3,9-diazabicyclo[3.3. l]non- 
25 6-en-3-yl]-3-hydroxy-5-oxopentanoic acid and (rac>(3£*)-5-[(i£* 55*)-7-{4- 
[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}-6-(cyclopropylphenethyl- 
carbamoyl)-3,9-diazabicyclo[3.3a]non-6-en-3-yl]-3-hydroxy-5-oxopentanoic 
acid; 

30 l:l-mixture of (rac.y(3R*y5-((lR* 55 r *)-7-{4-[3-(2-bromo-5-fluorophenoxy)- 
propyljphenyl} -6- {[2-(2-chlorophenyl)ethyl]cyclopropylcaibamoyl} -3,9-diaza- 
bicyclo[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid and (rac.)-(3J?*)-5- 
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((J/J*, 5S*H-{^[M2-bromo-5-fl^^ 
phmyl)ethyl]cyclopropyte^ 
hydroxy-5-oxopentanoic acid; 

5 l:l-mixture of (rac>(3it*)-5-((i/i* 5S*)-7-{4-[3-(2-bromo-5-fluorophenoxy> 
propyl]phenyl}-6-{[2-(2^^fluoropheny 

diazabicyclo[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid and (rac.)- 
(31? *)-5-((/tf *, 5S*)-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} -6- {[2- 
(23-dmuorophenyl)ethyl]cyc!opropylcaibamoyI}-3,9-diazabicyclo[33 
10 en-3-yl)~3-hydroxy-5-oxopentanoic acid; 

l:l-mixture of {rac.)-{3R*y5-{{lR* . 55*)-7-{4-t3-(2-bromo-5-fluoTophenoxy> 
p^opyl]phenyl} -6- {[2-(4-fluorophenyl)ethyl]cyclopropylcarbamoyl} -3,9-diaza- 
bicyclo[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid and (rac.y(3R*)-5- 
1 5 ((1R * 5£*)-7- {4-[3-(2-bromo-5-fluordphenoxy)propyl]phenyl} -6- {[2-(4-fluoro- 
phenyl)ethyl]cyclopropylcarbamoyl} -3 ,9-diazabicyclo[3 .3 . 1 ]non-6-en-3-yl)-3- 
hydroxy-5-oxopentanoic acid; 

l:l-mixture of (rac.)-(31t*)-5-((i**, 55*)-7-{4-[3-(2-bromo-5-£luorophenoxy> 
20 propyl]phenyl}-6-{[2^2-methylphenyl)ethyl]cyclopropylcaibamoyl}-3,^ 

bicyclo[3.3.1]non-6-en-3-yl>3-hydroxy-5-oxopentanoic acid and (rac.y(3R*)-5- 
(( 1R * JS*)-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} >6- {[2-(2-methyI- 
phenyl)ethyl]cyclopropylcarbamoyl} -3,9-diazabicyclo[3 .3 . 1 ]non-6-en-3-yl)-3- 
hydroxy-5-oxopentanoic acid; 

25 

l:l-mixture of (rac.)-(3R*)-5-((lR* 5S*H-{^3-(2-bromo-5-fluorophenoxy^ 
propyl]phenyl}^-{[2-(4-methylph^ 

bicyclo[3.3.1]non-6-en-3-yl)-3-hydioxy-5-oxopentanoic acid and (rac.)-(31?*)-5- 
((1R * 5S*)-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} -6- {[2-(4-methyl- 
30 phenyl)ethyl]cyclopropylcaibamoyl}-3,9^iazabicyclo[3J.l]non-6^n-3-yl)-3- 
hydroxy-5-oxopentanoic acid; 
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l:l-mixture of (rac>(3**)-5-{(il?* 5S^-7-{4-[3-(2-bromo-5-fluoropte^^ 
propyl]phenyl}-6-[cyclopropyl-(3,5-dim^ 

bicyclo[33.1]non-6^-3-yl}-3-hydroxy-5-oxopentanoic acid and (rac.)-(3S*>5- 
{(ii?* 5S*)-7-{4-[3-(2-biomo-5-fiuo^^ 
5 (3,5-dimethoxybenzyl)caibamoyl]-3,9-diazabicyclo[3.3 . l]non-6-en-3-yl} -3- 
hydroxy-5-oxopentanoic acid; 

1 :l-mixture of (rac.)-(3R*y5-((lR* 55*)-6-{cyclopropyl-[2-<2-hydroxyethyl)- 
benzyl]carbamoyl} -7- {4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl} -3,9-diaza- 
10 bicyclo[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid and (rac.)-(3S*y5- 
((1R * 5S*)-6- {cyclopropyl-[2-(2-hydroxyethyl)benzyl]carbamoyl} -7- {4-[3- 
(2,3,6-trifluorophenoxy)propy^^ 
hydroxy-5-oxopentanoic acid; 

15 (rac.)-(lR* 5S*)-3-acetyl-7-{4-[2<2,3,5-to 

diazabicyclo[33J]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropyl- 
amide; 

{rac.y(lR* t 5S*)-3-acetyl-7- {4-[2-(2,3,5-trimethylphenoxy)ethyl]phenyl} -3,9- 
20 diazabicyclo[3.3. 1 ]non-6-ene-6-carboxylic acid (2-chlorobenzyl)ethylamide; 

{mc.y{lR*. 55*)-3-acetyl-7-{4-[2<2,3,5-trime&ylphenoxy)ethyl]ph 
diazabicyclo[3.3.1 ]non-6-ene-6-carboxylic acid (2-fluorobenzyl)cyclopropyl- 
amide; 

25 

(rac.y(lR* 5iS*)-3-acetyl-7-{4-[2-(2,3,5-ti^ 

diazabicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid (3-trifluoromethylbenzyl)- 
cyclopropylamide; 

30 (rac.y{lR * JS*)-3-acetyl-7- {4-[2-(2,3,5-trimethylphenoxy)ethyl]phenyl} -3,9- 
diazabicyclo[3.3. l]non-6-ene-6-carboxylic acid (2-methylbenzyl)cyclopropyl- 
amide; 



WO 03/093267 



49 



PCT/EP03/03721 



{rac.)-{lR * 5S*)-3-acetyl-7- {4-[2-{2,3,5-trimethylphenoxy)ethyl]phenyl} -3,9- 
diazabicyclo[33. l]non-6-ene-6-carboxylic acid cyclopropyl-[2-(4-metlioxy- 
phenoxy)ethyl]amide; 

5 

(rac.y5-((lR* JS*)-6-(bemylcyclopropylc^^ 

phenoxy)ethyl]phenyl}-3,9-diazabicycto^ 

acid; 

10 (rac.)-5-((/l?* 5£*)-6-[(2-chlorobeiizyl)ethy^ 
phenoxy)ethyl]phenyl}-3,9-diazabi^ 
acid; 

(rac.)-5-((il?* 5iS l *)-6-[(2-fluoix>benzyl)cyclopropylcaibamoyl]-7-{4-[2-(2,3,5- 
1 5 trimethylphenoxy)ethyl]phenyl} -3 ,9-diazabicyclo[3 3 . 1 ]non-6-en-3-yl)-5-oxo- 
pentanoic acid; 

(rac.y5-((lR* 55*)-6-{cyclopropyl-[2-(4-methoxyphenoxy)ethyl]carbamoyl}-7- 
{4-[2-(2,3,5-trimethylphe^ 
20 yl)-5-oxopentanoic acid; 

(j-ac.yS-(<ilR * 5S*)-6- {cyclopropyl-[2-(3-methoxyphenoxy)ethyl]caibamoyl} -7- 

{4-[2-(2,3,5-trimethylphenoxy^^^ 

yl)-5-oxopentanoic acid; 

25 

(rac.y5-((]R* 5 l S'*)-6-{cyclopropyl-[2K3-methylphenoxy)efliyl]caibamoyl}-7- 
{4-[2-(2,3,5-trimethylphenoxy)ethyl]phenyl} -3,9-diazabicyclo[33. 1 ]non-6-en-3- 
yl)-5-oxopentanoic acid; 

30 (rac.y5-((lR* 5£*)-6-[(2-chloroben^ 
phenoxy)ethyl]phenyl}^,9-di^^ 
acid methyl ester; 
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(rac.)-5-(( 1R * 55*>6-[cyclopropyl-(2-£Iuorobenz>d)carbamoyl]-7- {4-[2-(2,3»5- 
trimethylphenoxy)ethyl]phenyl}-3^azabicyclo[33.1]non-6-en-3-yl>5-oxo- 

pentanoic acid methyl ester, 

5 

(rac.}-5-((lR* 55 , *)-6-[cyclopropyl-(2-methylbenzyl)caibamoyl]-7-{4-[2-(2,3,5- 
trimethylphenoxy)ethyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-en-3-yl)-5-oxo- 

pentanoic acid methyl ester; 

10 (rac.y-S-((lR*, 55*)-6-[(2-chlorobenzyl)cyclopropylcarbamoyl]-7- {4-[2-(2,3,5- 
trimethylphenoxy)emyl]pheaayI}-3,9^azabicyclo[3.3.1]non-6-en-3-yl)-2^- 

dimethyl-5-oxopentanoic acid; 

(rac.)-5-((lR*, 55*)^-(benzylcyclopropylcarbamoyl)-7-{4-[2-(2,3,5-trimethyl- 
15 phenoxy)emyl]phenyl}3,9-mazabicyclo[33.1]non-6^3-yl)-2,2-dimethyl-5- 

oxopentanoic acid; 

(rac.)-5-(( 1R *, 55*)-6-[cyclopropyl-(2-methylbenzyl)carbamoyl]-7- {4-[2-(2,3,5- 
tiimethylphenoxy)emyl]phenyl}3,9-diazabicyclo[33.1]non-6-en-3-yl)-2^- 

20 dimethyl-5-oxopentanoic acid; 

l:l-mixture of (rac.y(3R*)-4-((lR* 55*)-6-[cyclopropyl-(2-methylbenzyl)- 
carbamoyl]-7-{4-[2-(2,3,5-trimemylphenoxy)emyl]phenyl}3 > 9^azabicyclo- 
[33J]non-^^3-yl)-23-dihydroxy-4-oxobutyric acid and (rac.)-(3S*)-4-((JR*. 
25 55*)-6-[cyclopropyl-(2-methylbenzyl)carbamoyl]-7- {4-[2-(2,3,5-trimethyl- 

phenoxy)emyl]phenyl>3,9-diazabicyclo-[33.1]non-^^3-yl)-23^ydroxy-4- 

oxobutyric acid; 

(raa)-(lR\ 55*>3-(4-carbamoylbutyryl)-7-{4-[2-(23,5-trimethylphenoxy)- 
30 ethyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid benzyl- 
cyclopropylamide; 
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{rac.y{lR * 55*)-3-(4-caibamoylbutyryl)-7- {4-[2-(2,3,5-trimethylphenoxy)« 
ethyl]phenyl}-3,9-diazabicyclo[3.3. l]non-6-ene~6-caiboxylic acid (2-chloro- 
benzyl)ethylamide; 

5 {rac.y{lR*. JS^-3<4-caibamoylbutyrylH^ 

ethyl]phenyl}-3,9^azabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-(2- 

fluorobenzyl)amide; 

l:l-mixture of (1R, 5S)-7-{4-[3-(2-bromo-5-fluoropheaoxy)propyl]phenyl}-3- 
10 ({2S, 4R)^hydroxypynotidine-2-caito^ 

carboxylic acid cyclopropyl-(3,5-dimethoxyben2yl)amide and (IS, 5i?)-7-{4-[3- 
(2-bromo-5-£luorophenoxy)propyl]phenyl}-3-((25, 4R)-4-hydroxypyrrolidine-2- 
carbonyl>-3,9-diazabicyclo[3.3.1]noii-6-ene-6-carboxylic acid cyclopropyl-(3,5- 
dimethoxybenzyl)ainide; 

15 

(rac.)-5-{(lR* 55*)-7-{4«[3^2-bromo-5-fluorophenoxy)propyl]phenyl}-6-[(2- 
cUorobenzyl)cyclopropylcaibamoyl]-3,9-diazabicyclo[33J]non-6-en-3-yl}-5-- 
oxopentanoic acid methyl ester; 

20 l:l-mixture of (rac.)-(3;?*)-4- J5*)-7-{4-[3-(2-bromo-5-fluorophenoxy> 
propyl]phenyl}-6-[(2-cMorobenzy^^ 

[SJ-lliion-e-en-S-yll^^-dihydroxy-^oxobutyric acid and (rac.)-(3S*)-4-{(lR*, 
5.S*)-7-{4-[3-(2-biomo-5-fluorophenoxyte^ 
cyclopropylcaibamoyl]-3^^azabic^^ 
25 oxobutyric acid; 

(rac.)-5-((lR* 5S*)-6-(benzylcyclopropyl^^ 

phenoxy)propyl]phenyl}-3,9-dia^^ 

acid; 

30 

l:l-mixture of (rac.)-(2R* 3S*y4-((lR* 55*)-6<benzylcyclopropylcarbamoyl)- 
7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6- 



WO 03/093267 



52 



PCT/EP03/03721 



en-3-yl)-2,3-dihydroxy-4-oxobutyric acid and (rac>(2S* 3R*)-4-((lR* 5S*)-6- 

(benzylcyclopropylcarbamoyl>^ 

phenyl}-3,9-diazabicyclo[33.1]non-^^ 

5 (rac.)-(lR*. J5*)-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}-3 
caibamoylbutyiyl)-3,9-diazabicycto^ acid benzyl- 

cyclopropylamide; 

l:l-mixture of (mc.)-5-{(i/?*, J l S*)-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]- 
10 phenyl} -6-[((2tf*)-2-hydroxy-2-phenyte 

[3.3.1]non-6-en-3-yl}-5-oxopentanoic acid and (rac.)-5-{(IR*, 5S*)-7-{4-[3-(2- 
bromo-5-fluorophenoxy)propyl]pheny^^ 

methylcarbamoyl]-3,9-diazabicyclo-[3.3-l]non-6-en-3-yl}-5-oxopentanoic acid; 

15 l:l-mixture of (rac.y5-{(]R* 55*>7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]- 
phenyl} -6-[((2i? *)-2-hydroxy-2-phenylethyl)methylcarbamoyl]-3 > 9-diazabicyclo- 
[33.1]non-6-en-3-yl}-5-oxopentanoic acid methyl ester and (rac.)-5- {(//?* 5*S*> 
7_ {4-[3-(2-bromo~5-fluorophenoxy)propyl]phrayl} -6-[((25*>2-hydroxy-2- 
phenylethyl)methylcarbamoyl]-3,9-diazabicyclo-[33.1]non-6-en-3-yl}-5- 

20 oxopentanoic acid methyl ester; 

l:l-mixture of (rac.)-5-{(lR* J 1 S*)-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]- 
phenyl} -6-[((2R *)-2-hydroxy-2-phenylethyl)methylcarbamoyl]-3 > 9-diazabicyclo- 
[33 J]non-6-en-3-yl}-2,2-dimethyl-5-oxopentanoic acid and (rac.y5-{(lR*, 5S*)- 
25 7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} -6-[((25*)-2-hydroxy-2- 
phenylethyl)methylcaibamoyl]-3,9-diazabicyclo-[3 .3 . 1 ]non-6-en-3-yl} -2,2- 
dimethyl-5-oxopentanoic acid; 

1 : 1 -mixture of (rac.)-(lR * J.S*)-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]- 
30 phenyl}-3-(4-carbamoylbutyiyl)-3,9-di^ 

acid ((2i?*)-2-hydroxy-2-phenyleth>d)methylaniide and (rac.yQR*, 5iS*)-7-{4-[3- 
(2-bromo-5-fluorophenoxy)pn>pyl]-phenyl}-3-(4-caibamoylbutyiyl)-3,9- 
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diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid ((2i?*)-2-hydroxy-2-phenylethyl)- 
methylamide; 

l:l-mixture of (racy(3R*y5-{(lR* 55*)-7-{4-[3-(2-bromo-5-fluorophenoxy)- 
5 propyl]phenyl}^-[(2-cUon>benzyl)cyclopropylcarbamoyl]-3,9^ 

[3.3.1]non-6-en-3-yl}-3-hydroxy-5-oxopeDtanoic acid and (rac.y(3S*y5-{(lR*, 
5,S*)-7-{4-[3-(2-biomo-5-fluor^^^ 

cyclopropylcaibamoyl]-3,9-diazabicyclo-[3 .3 . 1 ]non-6-en-3-yl} -3-hydroxy-5- 
oxopentanoic acid; 

10 

l:l-mixture of (rac.y(3R*)-5-((lR* 5iS*)-6-(benzylcyclopropylcarbamoyl)-7-{4- 
[3-(2-bromo-5-fluorophmoxy)prop 

yl)-3-hydroxy-5-oxopentanoic acid and (rac.)-(3.S*)-5-((7i** 5S*)-6- 
(benzylcyclopix>pylcaibamoyl)-7-{^ 
15 phenyl}-3,9-diazabicyclo[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid; 

(rac.)-(JR* 55 , *>7-{4-[2-(2^hloro^,5-dimethylphenoxy)ethoxy]phenyl}-3,9- 
diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid [2-(2-chlorophenyl)ethyi]- 
cyclopropylamide; 

20 

(rac.)-(]R* 5iS*>7-{4-[2-(2-chloro^,5-dimethylphenoxy)ethoxy]phenyl} 
diazabicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid cyclopropyl-(3,5-dimethoxy- 
benzyl)amide; 

25 (rac)-(lR* J 1 S , *>7-{4-[2^2-chIoro-4,5-dimethylphenoxy)ethoxy]phenyl}-3,9- 
diazabicyclo[3.3 . 1 ]non-6-ene-6-carboxylic acid cyclopropyHp-toluyl- 
ethyl)amide; 



(rac.)-(lR * 5£*)-3-acetyl-7- {4-[2-(4-bromophenoxy)ethoxy]phenyl} -3,9-diaza- 
30 bicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropylamide; 
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{rac.y(lR*. J£^3-acetyl-7-{4-[2^4-h^^ 

bicyclo[3.3.1]non-6-ene-6-caiboxylic acid cyclopropyl-(3,5-dimethoxybenzyl> 
amide; 

5 (ra*)-5-{(lR* 5S*)-7-{4-[2^44>romophenoxy^^^ 
benzyl)cyclopropylcarbamoyl]-3,9-diazabfc^^ 
pentanoic acid; 

(rac)-5-((lR * 55*)-6-(benzylcyclopropylcarbamoyl>-7- {4-[2-(4-bromophenoxy)~ 
10 ethoxy]phenyl}-3,9-diazabicyclo[33.1]non-6-en--3-yl)-5-oxopentanoicacid; 

(rac>5- {{1R * 5S*)-7- {4-[2<4-bromophenoxy)ethoxy]phenyl> -6-[cyclopropyl- 

(2-fluorobenzyl)carbamoyl]-3,9^a^ 

pentanoic acid; 

15 

(rac.)-5-{(lR* 55*)-7-{4-[2-(4-bromophenoxy)ethoxy]phenyl}-6-[cyclopropyl- 
(3-trifluoromethylbenzyl)carbamoyl]-3,9-diazabicyclo[3 .3. 1 }non-6-en-3-yl} -5- 
oxopentanoic acid; 

20 (rac.)-5-{(lR * 5S*)-7- {4-[2-(4-bromophenoxy)ethoxy]phenyl} -6-[cyclopropyl- 
(2-methylbenzyl)caibamoyl]-3 > 9-diazabicyclo[33.1]non-6^-3-yl}-5-oxo- 
pentanoic acid; 

(raa )-5- {(1R * 5S*)-7- {4-[2-(4-bromophenoxy)ethoxy]phenyl} -6- {cyclopropyl- 
25 [2-(3/UiimethyIphenoxy)ethyl]caibam^ 
yl}-5-oxopentanoic acid; 

(rac.)-S-{(lR * 5S*yi- {4-[2-(4-bromophenoxy)ethoxy]phenyl} -6- {[2-(2-chloro- 
phenyl)ethyl]cyclopropylcarbamoyl}-3,9-diazabicyclo[3.3.1]non-6-en-3--yl}-5- 
30 oxopentanoic acid; 
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(rac.y5- {(1R * 5S*)-7- {4-[2-(4-bromopheaoxy)ethoxy]phenyl} -6- {cyclopropyl- 

[2-(4-fluorophenyl)ethyl]caibamoyl^ 

oxopentanoic acid; 

5 (rac.)-5-{(lR* J5*)-7-{4-[2^4-bromophenoxy)ethoxy]phenyl}-6-{cyclopropyl- 
[2-(2-methylphenyl)ethyl]carbamoyl} -S^-diazabicyclo^-S . 1 ]non-6-en-3-yl} -5- 
oxopentanoic acid; 

(rac>5- {(JR * 5£*)-7- {4-[2-(4-bromophenoxy)ethoxy]phenyl} -6- {cyclopropyl- 
10 [2^4-methylphemyl)ethyl]cartamoy^ 
oxopentanoic acid; 

(rac.y5-{(lR* 55*>7-{4-[2-(4-bromophenoxy)ethoxy]phenyl}-6-[cyclopropyl- 
(3,5-dimethoxybenzyl)caibamoyl]-3,9-ri 
15 pentanoic acid; 

(rac.ys- {(1R * 5S*)-7- {4-[2-(4-bromophenoxy)ethoxy]phenyl} -6-[cyclopropyl- 

(2-fluorobenzyl)carbamoyl]-3,9-dirc^ 

5-oxopentanoic acid; 

20 

(rac.y5-((lR* 5S*)-7- {4-[2^4-bromophmoxy)ethoxy]phenyl} -6- {[2-(2-chloro- 
phenyl)ethyl]cyclopropylcarbamoyl}-3,9-diazabicyclo[3.3.1]non-6-en-3-yl)-2,2- 
dimethyl-5-oxopentanoic acid; 

25 (rac.y5-((lR*, 55*)-7-{4-[2-(4-bromophenoxy)ethoxy]phenyl}-6-{cyclopropyl- 
[2-(2,3-dmuorophenyl)ethyI]carbamoyl^^ 
2,2-dimethyl-5-oxopentanoic acid; 

(rac.y5-({JR *, 5S*)-7- {4-[2-(4-bromophenoxy)ethoxy]phenyl} -6- {cyclopropyl- 
30 [2-(2-methylphenyl)ethyl]carbamoyl}^ 
dimethyl-5-oxopentanoic acid; 
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(rac)-5-{(lR* J5*)-7-{4-[2-(4-bromophenoxy)ethoxy]phenyl}-6-{cycloprDpyl- 
[2-(4-methylphenyl)ethyl]carbamoyl} -3,9-diazabicyclo[3.3. lJnon-e-en-S-yl^^- 
dimethyl-5-oxopentanoic acid; 

5 (rac>5- {( 1R*, JS*>7- {4-[2-(4~bromophenoxy)e^^ 
(3,5-dimethoxybenzyl)carbamoyl]^^^ 
dimethyl-5-oxopentanoic acid; 

(rac.y(lR * 5S*)-7- {4-[2-(4-bromophenoxy)efhoxy]phenyl} -3-(4-carbamoyl- 
10 butyryl)-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid benzylcyclopropyl- 
amide; 

(rac.y(lR* 55*)-7-{4-[2-(4-bromophenoxy)ethoxy]phenyl}-3-(4-carbamoyi- 
butyryl)-3,9-<Iiazabicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid (2-chlorobenzyl)- 
15 ethylamide; 

(rac.)-(lR * 5£*)-7- {4-[2-(4-bromophenoxy)ethoxy]phenyl} -3-(4-carbamoyl- 
butyryl)-3,9-diazabicyclo[3.3. l]non-6-ene-6-carboxylic acid cyclopropyl-(2- 
fluorobenzyl)amide; 

20 

(rac.y(lR * 5S*)-7- {4-[2-(4-bromophenoxy)ethoxy]phenyl} -3-(4-carbamoyl- 
butyryl)-3,9-diazabicyclo[3.3.1]non-6-ene-^-caiboxylic acid cyclopropyl-[2-(4- 
methoxyphenoxy)ethyl]amide; 

25 (rac.y( 1R * 5S*yi- {4-[2-(4-bromophenoxy)ethoxy]phenyl}-3-(4-carbamoyl- 
butyryl)-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid [2-(2-chlorophenyl)- 
ethyl]cyclopropylamide; 



(rac.y(lR * 5S*yi- {4-[2-(4-bromophenoxy)ethoxy]phcaiyl} -3-(4-carbamoyl- 
30 butyryl)-3,9-diazabicyclo[3 .3 . 1 ]non-6-ene^6-caiboxylic acid cyclopropyl-(3,5- 
dimethoxybenzyl)amide; 
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(rac.)-(lR* 55*)-7-{4-[2-(4-bromophenoxy)ethoxy]phenyl}-3-(4-caibamoyl- 
butyryl)-3,9-diazabicyclo[3.3.1]non-6-ene-6-caxboxylic acid cyclopropyl-[2-(2- 
hydroxyethyl)betizyl]amide; 

5 (rac*y(lR*. 5S*)-7- {4-[2^2-cMoro^,5-dimethylphe -3- 
formyl-3,9-diazabicyclo[3.3. l]non-6-ene-6-carboxylic acid (2-chlorobenzyl)- 
ethylamide; 

(rac.)-(lR * 5S*)-7- {4-[2-(2-cMoro^,5-^iimetiiylphenoxy)ethoxy]phenyl} -3- 
10 formyl-3,9-diazabicyclo[3.3.1]non»6-ene-6-carboxylic acid cyclopropyl-(2-o- 
tolylethyl)amide; 

{rac.y(JR\ 55*)-7-{4-[2<2-chloro^,5-dimethylphenoxy)ethoxy]phenyl}-3- 
fonnyl-3,9-diazabicyclo[3.3. l]non-6-ene-6-carboxylic acid cyclopropyl-(3,5- 
1 5 dimethoxybenzyl)amide; 

(rac.y(lR* 5iS*)-3-acetyl-7-{4-[2^2^Moro-4,5-«^ 

phenyl} -3,9-diazabicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid (2-chlorobenzyl)- 

ethylamide; 

20 

(rac.y(lR*, 55*)-3-acetyl-7-{4-[2-(2^Woro^ s 5^imethylphenoxy)ethoxy]- 
phenyl}-3,9-diazabicyclo[3.3.1]non-6-cne-6-carboxylic acid cyclopropyl-(2- 
fluorobenzyl)amide; 

25 (rac.y(lR* J J y*)0-acetyl-7-{4-[2-(2-cmoro^ > 5-dimethylphenoxy)ethoxy]- 
phenyl}-3,9-diazabicyclo[3.3. l]non-6-ene-6-carboxylic acid cyclopropyl-(2- 
methylbenzyl)amide; 

(rac.y(lR* J5*>3-acetyl-7-{4-[2-(2-cMoro^,5-dimethylphenoxy)ethoxy]- 
30 phenyl} -3,9-diazabicyclo[3 .3 . l]non-6-ene-6-caiboxylic acid cyclopropyl-(3 ,5- 
dimethoxybenzyl)amide; 
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(rac.y(lR* J5^3-acetyl-7-{4-[2-(2-cmoro^,5-dimethylphenoxy)ethoxy]- 
phenyl} -3,9-diazabicyclo[3.3. l]non-6-ene-6-caiboxylic acid cyclopropyl-(2-/>- 
tolylethyl)amide; 

5 (rae.yS-((lR* 5S*)-6-[(2-cMorobenzyl)et^ 
dimethylphenoxy)ethoxy]phenyl}-3,9-diaz^ 
pentanoic acid; 

(rac.)-5- {(1R * 5S*)-7- {4-[2<2-chloro-4,5-dimethylphenoxy)ethoxy]phenyl} -6- 
10 [cyclopropyl-(2-fluorobenzyl)caibamoyl]-3,9-dia2abicycIo[3 .3. 1 ]non-6-en-3-yl} - 
5-oxopentanoic acid; 

(rac.y5-{(lR* 5£*)-7-{4-[2-(2-cMoro-4,5-d^ 

[cyclopropyl-(3-triflwomethy^ 1 ]non-6- 

1 5 en-3-yl} -5-oxopentanoic acid; 

(rac.y5-((lR * 5S*)-7- {4-[2-(2-chloro-4,5-dimethylphenoxy)ethoxy]phenyl} -6- 

{cyclopropyl-[2-(4-methoxyphenoxy)e^ 

non~6-en-3-yl)-5-oxopentanoic acid; 

20 

(racyS-dlR * 5S*)-7- {4-[2-(2-chloro-4,5-dimethylphenoxy)ethoxy]phenyi} -6- 
{cyclopropyl-[2-(3-methoxyphenoxy)ethyl]carbamoyl} -3,9-diazabicyclo[3 .3. 1]- 
non-6-en-3-yl)-5-oxopentanoic acid; 

25 (rac.y5-((lR* 5£*)-7-{4-[2-(2-cMoro-4,5-^ 

{cyclopropyl-[2-(3-methylphemoxy)ethyl]caxbamoyl}-3 > 9-diazabicyclo[33.1^ 
non-6-'en-3-yl)-5-oxopentanoic acid; 



(racy5-[(lR* 5iS , *)-7-{4-[2-(2-cmoro^,5-dimethylphenoxy)ethoxy]phenyl}-6- 
30 (cyclopropylphenethylcarbamoyl>3,9-diazabicyclo[3 .3 . 1 ]non-6-en-3-yl]-5-oxo- 
pentanoic acid; 
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(rac.y5-({lR* 55*)-7-{4-[2<2^hloro^,5-dimethylphenoxy)ethoxy]phenyl}-6- 

{[2-(2Kshlorophenyl)ethyl]cycl^^ 

en-3-yl)-5-oxopentanoic acid; 

5 (rac.yS-((lR* 5£*)-7-{4-[2-(2^MoroA5-4^^ 

{cyclopropyl-[2^23-difluorophenyl)ethyl]caibamoyl} -S^-diazabicyclop.S. 1]- 

non-6-en-3-yl)-5-oxopentanoic acid; 

(raa}-5-((JR* 5«S'*H-{4-[2K2-cMoro^,5-dimethylphenoxy)ethoxy]phenyl}-6^ 
10 {cyclopropyl-[2-(4-fluoroph^ 
en-3-yl)-5-oxopentanoic acid; 

(rac.y5-((lR* 5iS , *)-7-{4-[2-(2^hloro^,5-dimethylphenoxy)ethoxy]^^ 
{cyclopropyl-[2-(2-methylphenyl)ethyl]caibamoyl} -3,9-diazabicyclo[3 .3 . 1 ]-non- 
1 5 6-en-3-yl)-5-oxopentanoic acid; 

(rac.y5-((lR* JiS*)-7-{4-[2<2-cWoro^,5-dimethylphenoxy)ethoxy]phenyl}-^ 

{cyclopropyl-[2-(4-methylphenyl)e 

6-en-3-yl)-5-oxopentanoic acid; 

20 

(rac.y5-((lR* 5iS*)-6-[(2K:Morobeii^l)cyclopropylcarbamoyl]-7-{4-[2-(2- 
chloro-4,5-dimethylphenoxy)ethoxy]phenyl} -3,9-diazabicyclo[3 .3.1 ]non-6-en-3- 
yl)-5-oxopentanoic acid methyl ester; 

25 (rac>5-((/2?* 55*)-6-[(2^WorobeiK^l)ethylcarbamoyl]-7-{4-[2<2-cWoro^ > 5- 
dimethylphenoxy)ethoxy]phenyl} -3,9-diazabicyclo[3.3. 1 ]non-6-en-3-yl)-5- 
oxopentanoic acid methyl ester; 

(rac.yS-{(IR* J5*)-7-{4-[2<2^Mon>^,5-dimethylphenoxy)ethoxy]phenyl}-6- 
30 [cyclopropyl-(2-fluorobenzy^^ 

5-oxopentaaoic acid methyl ester; 
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(rac.y5-{(lR\ 5S*)-7-{4-[2K2-chloro^,5-<^ 
[cyclopropyl-(2-methylbenzyl)c^ 

5- oxopentanoic acid methyl ester, 

5 (rac.)-5-{(lR* 5S*>7-{4-[2^2^Uoro^,5-dimeth^^ 
[cyclopropyl-(3-trifluoromethyIbera^ 
en-3-yl} -5-oxopentanoic acid methyl ester; 

(rac.y5-[(lR*, 55*)-7-{4-[2-(2-cmoro^,5-dimethylphenoxy)ethoxy]phenyl}--6- 
10 (cyclopropylpheaiethylcauftamoyl)-3,9-di^ 
pentanoic acid methyl ester; 

(rac.y5-((lR* JiS*)-7-{4-[2-(2^Woro^,5-dimethylphenoxy)ethoxy]phenyl}-6- 
{[2-(2-chlorophenyl)ethyl]cyclopropylcarbamoyl} -3,9-diazabicyclo[3.3. 1 ]non-6- 
15 en-3-yl)-5-oxopentanoic acid methyl ester; 

(rac.y5-iilR * 5>S*)-7- {4-[2-(2-chloro-4,5-dimethylphenoxy)ethoxy]phenyl} -6- 
{[2-(2,3^iifluorophenyl)ethyl]c^^ 

6- en-3-yl)-5-oxopentanoic acid methyl ester; 

20 

(rac.)-5-((ifl* 5*S*>7-{4-[2^2^moro-4 > 5-dimethylphenoxy)ethoxy]phenyl}-6- 
{[2-(4-£luorophenyl)ethyl]cyclopropylcarbamoyl} -3,9-diazabicyclo[3 .3 . 1 ]non-6- 
en-3-yl>5-oxopentanoic acid methyl ester, 

25 (rac.)-5-((lR* 5iS*)-7-{4-[2-(2-cWoro-4,5-dimethylphenoxy)ethoxy]phenyl}-6- 
{[2-(2-methylphenyl)ethyl]cyclopropylcaibamoyl}-3,9-diazabicyclo[3.3.1]non-6- 
en-3-yl)-5-oxopentanoic acid methyl ester; 

(rac.y5-({lR* p 5iS*)-7-{4-[2-(2^hloro^,5-dimethylphenoxy)ethoxy]phenyl}-6- 
30 {[2^4-methylphenyl)ethyl]cyclopropylcarbamoyl}-3,9-diazabicyclo[3.3.1]non-6- 
en-3-yl)-5-oxopentanoic acid methyl ester; 
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(rac.)-5-{(lR* 5S*)-7-{4-[2^2-chloroA5-^ 
[cyclopropyl-(3,5-dimethoxybenzyl)c^^ 
3-yl} -5-oxopentanoic acid methyl ester; 

5 (rac>5-((iA* 55*)-6-(benzyicyclopropylcarbamoyl)-7- {4-[2-(2-chloro-4,5- 
dimethylphenoxy)ethoxy]phenyl}-3,9-diaz*^^ 
dimethyl-5-oxopentanoic acid; 

(rac.y5-{(lR* 5iS*)-7-{4-[2-(2-cmoro^,5-dimethylphenoxy)ethoxy]phenyl}-6- 
10 [cycIopropyl-(2-methyIbenzyl)carbamoyl]-3 ,9-diazabicyclo[3 .3.1 ]non-6-en-3-yl} - 
2^-dimethyl-5-oxopentanoic acid; 

(rac.)-5-((lR* J«S*>7-{4-[2K2-cMoro^,5-d^ 
{cyclopropyl-[2-(3,4-dimethylphra^ 
15 non^-en-3-yl)-2^-dimethyl-5-oxopentaiioic acid; 

(rac.)-5-[(/J?* 55^-7-{4-[2-(2-cWoro^ > 5-dimethylphenoxy)ethoxy]phenyl} 

(cyclopropylphenethylcarbamoyl>3,9^ 

dimethyl-5-oxopentanoic acid; 

20 

(rac.y5-(£lR*, 55*>7-{4-[2-(2-cMoro^,5-^imethylphenoxy)ethoxy]ph 
{[2-(2-chlorophenyl)ethyl]cyclopropylcarbamoyl> -3,9-diazabicyclo[3.3. l]non-6- 
en-3-yl)-2 > 2-dimethyl-5-oxopentanoic acid; 

25 (rac.y5-((]R* 55*)-7-{4-[2-(2-cWoro-4,5-dimethylphenoxy)ethoxy]p^ 
{[2-(23-dffiuorophenyl)ethyl]cyclo^^ 
6-en~3-yl)-2^-dimethyl-5K>xopentanoic acid; 

(rac.y5-((lR* 55*)-7«{4-[2-(2-cmoro^,5-dimethylphenoxy)ethoxy]phenyl}-6- 
30 {[2-(4-fluorophenyl)ethyl]cyclopropylcarbamoyl> -3,9-diazabicyclo[3 .3. l]non-6- 
enO-yl)-2,2-dimethyl~5-oxopentanoic acid; 
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(rac>5-((/2?* 5S*)~7-{4-[2-(2-cMoro^,5-dm^ 
{[2^2-methylphenyi)ethyl]cyd^ 
en-3-yl)-2,2-dimethyl-5-oxopentanoic acid; 

5 (rac.y5-(ilR* 5S*yi- {4-[2<2^Moro^,5-dimethylpheaoxy)ethoxy]phenyl}-6- 
{[2-(4-methylphenyl)ethy^ 
en-3-yl)-2,2-dimethyl-5 -oxopentanoic acid; 

(rac.y5-{(lR* 55*)-7-{4-[2-(2^moro^,5-dimethylphenoxy)ethoxy]phenyl}'6- 
10 [cyclopropyl-(3,5-dimethoxybe 

3-yl}-2,2-dimethyl-5-oxopentanoic acid; 

(rac.)-(]R* 5S*)-3-(4-caibamoylbutyrylH^ 

phenoxy)ethoxy]phenyl}-3,9-Kliazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2- 
15 chlorobenzyl)cyclopropylamide; 

{rac.y(lR * 55*)-3-(4-carbamoylbutyryl)-7- {4-[2-(2-chloro-4,5-dimethyl- 

phenoxy)ethoxy]phenyl}-3,9-^iiazabicyclo[3.3.1]non-6-ene-6-carboxylic acid 
benzylcyclopropylamide; 

20 

(rac.y(lR* JS^-^arijamoyibut^ 

phenoxy)ethoxy]phenyl}-3,9-diazabicyclo[33.1]non-6-ene-6-carboxylic acid (2- 
chlorobenzyl)ethylamide; 

25 (rac.y(lR* 5£*)-3^4-carbamoylbutyiyl)-7-^^ 

phenoxy)ethoxy]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid 

cyclopropyl-(2-fluorobenzyl)amide; 

(rac.y(lR * 55*)-3<4-caibamoyIbutyryl)-7- {4-[2-(2-chloro-4,5-dimethyl- 

30 phenoxy)ethoxy]phenyl} -3,9-diazabicyclo[3.3. l]non-6-ene-6-carboxylic acid 
cyclopropyH3-trifluoromethylbenzjd)amide; 
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(rac.)-(lR* J^^-S^-carbamoylbutyryO-V-f^p^-cWor^S-dimethyl- 
phenoxy)ethoxy]phenyl}-3,9«KJiazabicyclo[33. l]non-6-eae-6-carboxylic acid 
cyclopropyH2-metliyibenzyl)amide; 

5 (rae.)-(lR*, 5S*)-3<4-carbamoyIbuty^^ 

phenoxy)ethoxy]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid 
cyclopropyl-[2-(4-methoxyphenoxy)ethyl]amide; 

(rac.)-(JR * J5*)-3-(4-carbamoylbutyryl)-7- {4-[2-(2-chloro-4,5-dimethyl- 

10 phenoxy)ethoxy]phenyl} -3,9-diazabicyclo[3 .3 . l]non-6-ene-6-carboxylic acid 
cyclopropylphenethylamide; 

(rac.)-(]R * 5£*)-3<4-caibamoylbutyryl)-7- {4-[2-(2-chloro-4,5-dimethyl- 

phenoxy)ethoxy]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid [2- 
15 (2-chlorophenyl)ethyl]cyclopropylamide; 

(rac.)-(lR * 55*)-3«(4-carbamoylbutyryl)-7> {4-[2-(2^Moro-4,5-dimethyl- 

phenoxy)ethoxy]phenyl} -3 > 9-diazabicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid 
cyclopropyl-[2-(2,3-difluorophenyl)ethyl]aniide; 

20 

(rac.)-(lR*, 5£^-3<4^arbamoylbutyiy^ 

phenoxy)ethoxy]phenyl} -3,9-diazabicyclo[3 .3. 1 ]non-6-ene-6-carboxylic acid 
cyclopropyl-[2-(4-fluorophenyl)ethyl] amide; 

25 (rac.)-(lR * 5iS r *)-3-(4-carbamoylbutyryl)-7- {4-[2-(2-chloro-4,5-dimethyl- 

phenoxy)ethoxy]phenyl} -3,9-diazabicyclo[3.3. l]non-6-ene-6-carboxylic acid 
cyclopropyl-(2-o4olylethyl)amide; 



(rac.y(JR * 5£*>3^4-caibamoylbutyryl)-7- {4-[2-(2-chloro-4,5-dimethyl- 

30 phenoxy)ethoxy]phenyl}-3,9-diazabicyclo[3.3. l]non-6-ene-6-carboxylic acid 
cyclopropyl-(2-/>-tolylethyl)amide; 
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{rac.)-{lR*, 5S*)-3^4^aibamoyIbut^ 

phenoxy)ethoxy]phenyl}0 > 9^azabicyclo[33.1]non-6-ene^aiboxylic acid 
cyclopropyl~(3,5-dimethoxybenzyl)amide; 

5 l:l-mixture of (rac.y{3R*)-5-{ilR\ 5S*)-6-[(2-chlorobenzyl)cycIopropyU 
caibamoyl]-7-{4-[2<2^Moro^,5-dim^ 

bicyclo[33.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid and {rac.)-(3S*y5- 
(( 1R * JiS^^-^-chlorobenzy^cyclopropylcarbamoyl]-?- {4-[2-(2-chloro-4,5- 
dimethylphenoxy)ethoxy]pheny^^ 
10 hydroxy-5-oxopentanoic acid; 

l:l-mixture of {rac.y{3R*y5-((lR* 55*>6-[(2-chlorobenzyl)ethylcaibamoyl]-7- 
{4-[2<2^Moro^,5-dimethylphenoxy)eto^^ 

non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid and (rac.)-(3«y*)-5-((/jR* Jtf*)-6- 

15 [(2K;Morobenzyl)ethylcaibam^^ 

ethoxy]phenyl}-3,9^azabicyclo[3.3.1]-non-6-en-3-yl)-3-hydroxy-5-oxo- 

pentanoic acid; 

1 :l-mixture of K)-(3if*)-5- {(JR* 55*>7-{4-[2-(2-chloro-4,5-dimethyl- 
20 pheraoxy)ethoxy]phenyl}-6^cyclopropyH^^ 

bicyclo[3.3.1]non-6-en-3-yl}-3-hydroxy-5-oxopentanoic acid and (rac.)-C3S*)-5- 
{( 1R*, J5^7-{4-[2^2^MoioA5-dim^ 

[cyclopropyl-(2-fluorobenzyl)caibamoyl]-3,9-diazabicyclo[3.3 . 1 ]non-6-en-3-yl} - 
3-hydroxy-5-oxopentanoic acid; 

25 

l:l-mixture of (rac.y(3R*)-S-{(lR* 55*)-7-{4-[2.(2-chloro-4,5-dimethyl- 
phenoxy)ethoxy]phenyl}-6-[cyclopropyH3-trifluoromethylbenzyl)caA 
3,9^azabicyclo[33.13non-6^n-3-yl}-3-hydroxy-5K)xopentanoic acid and (roc> 
(35*>5- {(1R*> 5S*)-7- {4-[2-(2-cWoro^,5-dimethylphenoxy)ethoxy]-phenyl}-6- 
30 [cyclopropyH3-trifluonnethy^ 

en-3-yl}-3-hydroxy-5-oxopentanoic acid; 
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1 : 1-mixture of {rac.)-{3R *)-5-((ii?* 5S*)-7- {4-[2-(2-chloro^,5-dimethyl- 

phenoxy)ethoxy]phenyl}-6-{^ 

caibamoyl}-3,9^azabicyclo[33.1]non-6^^ 

acid and (rac.y(3S*)-S-((lR* 55*)-7-{4-[2K2-cMoro^,5-dimethylphenoxy)- 
5 ethoxy]phenyl> -6- {cyclopropyl-[2-(4-methoxypheiioxy)ethyl]carbanioyl} -3 ,9- 
diazabicyclo[3.3. l]non-6-en-3-yl)-3-hydroxy«5-oxopentanoic acid; 

1 :l-mixture of (rac.)-(3R*y5-[(]R* 55*)-7-{4~[2-(2-chloro-4,5-dimethyI- 
phenoxy)ethoxy]phenyl}-6-(cyclopropylphenethylcarbamoyl)-3,9^azabicycl^ 
10 [3.3.1]non-6-en-3-yl]-3-hydroxy-5-oxopentanoic acid and (rac.)-(3S*)-5-[(lR* 
55*>7- {4-[2<2^Woro^,5-dimethylphenoxy)etihioxy]phenyl} -6-(cyclopropyl- 
phenethylcaibamoyl)-3,9-diazabicyc!o-[33.1]non-6-en-3-yl]-3-hydroxy-5- 

oxopentanoic acid; 

15 1:1 -mixture of (rac.y(3R *)-5-((/tf * 5S*)-7- {4-[2<2-cMoro^,S-dimethyl- 
phenoxy)ethoxy]phenyl} -6- {[2-(2-chlorophenyl)ethyl]cyclopropylcarbamoyl> - 
3,9-diazabicyclo[3.3.1]non-6-en-3-yl>3-hydroxy-5-oxopentanoic acid and (rac.)- 
(3R*)-5-((lR* 5£*)-7-{4-[2-(2M;Mon>^,5-dim^ 

{[2-(2-chlorophenyl)ethyl]cyclopropylcarbamoyl} 3,9-diazabicyclo[33. l]non-6- 
20 en-3 -y l)-3 -hydroxy-5 -oxopentanoic acid; 

lrl-mixture of (rac.)-(3R*)-5-((lR* J 4 S , *)-7-{4-[2.(2-chloro-4,5-dimethyl- 
phenoxy)ethoxy]phenyl} -6- {cyclopropyl-[2-(2,3-difluorophenyl)ethyl]« 
caibamoyl}-3,9-diazabicyclo[33.1]non-6-^^ 
25 acid and (rac.y(3S*y5-((lR* 55*)-7-{4-[2-(2-chloro-4,5-dimethylphenoxy)- 
ethoxy]phenyl}-6-{cyclopropyH^^ 

diazabicyclo[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid; 

1 :l-mixture of (rac.y(3R*y5-((lR\ J i S*)-7-{4-[2-(2-chloro-4,5-dimethyl- 
30 phenoxy)ethoxy]phenyi} -6- {cyclopropyl-[2-(4-fluorophenyl)ethyl]carbamoyl} - 
3,9-diazabicyclo[3.3.1]non-6-en-3-yl)-3-hydxoxy-5-oxopentanoic acid and (rac.)- 
(3S*y5-((lR*> 5S*)-7-{4-[2-(2^Woro^,5-dimethylphenoxy)ethoxy]phenyl}-6- 
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{cyclopropyl-[2-(4-fluorophenyl)ethyi]c^ 
en-3-yl)-3-hydroxy-5-oxopeiitanoic acid; 

lil-mixture of (rac0-(31?*)-5-{(/l?* 55*)-7-{4«[2-(2^hloro-4,5-dimethyl- 
5 phenoxy)ethoxy]phenyI} -6-[cyclopropyl(2-o-tolylethyl^ 

bicyclo[3.3.1]non-6-en-3-yl}-3-hydroxy-5-oxopentanoic acid and (rac.)-(3«S*)-5- 
{(1R* 5iS*)-7-{4-[2-(2-cmoroA5-dimethylphenoxy)ethoxy 
[cyclopropyl(2-a-tolylethyty 
hydroxy-5-oxopentanoic acid; 

10 

l:l-mixture of (rac.y(3R*)-5-{(lR* 5iS*)-7-{4-[2-(2-chloro-4,5-dimethyl- 
phenoxy)ethoxy]phenyl}-6-[cyclopropyl(2^ 

bicyclo[3.3.1]non-6-en-3-yl}«3-hydroxy-5-oxopentanoic acid and (rac.)-(3£*)-5- 
{( 1R * 5S*)-7- {4-[2-(2-cUoro-4,5-dimethylphenoxy)ethoxy]phenyl} -6- 

15 [cyclopropyl(2-/?-tolylethyl^ 
hydroxy-5-oxopentanoic acid; 

1 : 1 -mixture of {rac.y(3R *)-5- {(1R * J£*)-7- {4-[2-(2-chloro-4,5-dimethyl- 
phenoxy)ethoxy]phenyl}-6-[cyclopropyl-(3,5-dimethoxyben2yl)caibamoyl]-3,9^ 
20 diazabicyclo[3.3.1]non-6-en-3-yl}-3-hydroxy-5-oxopentanoic acid and (rac.)- 
(3£*)-5- {(1R * J«S*)-7- {4-[2^2-cmoro-4,5-dimethyl-phenoxy)ethoxy]phenyl} -6- 
[cyclopropyl-(3,5-dimethoxybenzyl)caibamoyl]-3,9-diazabicyclo[3 .3. 1 ]non-6-en- 
3-yl}-3-hydroxy-5-oxopentanoic acid; 

25 l:l-mixture of (1R, 5^7-{4-[2-(2-chloro-4,5-dimethylphenoxy)ethoxy]phenyl}-- 
3-((2S, ^)-4-hydroxypyiToUdine-2-caibonyl)-3,9-diazabicyclo[33.1]n^ 
6-carboxylic acid (2-chloiobenzyl)cyclopropylamide and (JS t 5i?)-7-{4-[2-(2- 
chlorcK4,5-dimethylphenoxy)ethoxy]phenyl} -3-((2S, ^i?)-4-hydroxypyrrolidine-2- 
caibonyl)-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2- 

30 chlorobenzyl)cyclopropylamide; 
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l:l-mixture of (1R, 5S)-7-{4-[2-(2-cMoro^,5-<iira^ 
3-((2S, 410^hydroxypyrrolidine-2^aibo 

6-carboxylic acid cyclopropyl-(2-methylbenzyl)amide and {IS, 52?>7-{4-[2-(2- 
chloro-4,5-dimethylphenoxy)ethoxy]phenyl}-3-((2iS, 42?)^hydroxypyiroUdine-2- 
5 caibonyl>3,9-diazabicyclo[3.3.1]non-6"eae-6-carboxylic acid cyclopropyl-(2- 
methylbenzyl)amide; 

(rac.)-(lR * 5£*>3-acetyl-7- {4-[2K2,3,5-trimethylphenoxy)ethyl]phenyl}-3,9- 
diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid [2-(2-cMorophenyl)ethyl]- 
10 cyclopropylamide; 

(rac.)-{lR* 5S*)-3-acetyi-7-{4-[2<23,5-ti^ 

diazabicyclo[3.3.1]non-6-ene-6-carboxyIic acid cyclopropylphenethylamide; 

1 5 (rac.)-(lR * 5S*)-3-acetyl-7- {4-[2-(2^,5-trimethylphenoxy)etbyl]phenyl}-3,9- 
diazabicyclo[3 .3 . 1 ]non-6-ene-6-carboxyHc acid cyclopropyl-[2-(2,3-difluoro- 
phenyl)ethyl]amide; 

(rac.y(lR* 55*>3-acetyl-7-{4-[2-(2,3,5-trimethylphenoxy)ethyl]ph^ 
20 diazabicyclo[3.3. l]non-6-ene-6-carboxylic acid cyclopropyl-(3,5-dimethoxy- 
benzyl)amide; 

(rac)-(lR* 5£*)-3-acetyl-7-{4-[2^2,3^ 

diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl^-^-tolylethyl)- 
25 amide; 

(rac.)~(]R* 5S*)-3-acetyl-7-{4-[2-(23>5-t^ 

diazabicyclo[33.1]non-6-ene-6-caiboxylic acid cyclopropyl-[2^2-hydroxyethyl)- 
benzyl]amide; 

30 
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(racyVR* 5S*>3-acetyl-7-{4-[2-(2-chloro-4,5-dimethylphenoxy)ethoxy]- 
phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-caiboxyUc acid cyclopropyl-[2-(2- 
hydroxyethyl)benzyl]amide; 

5 (rac.)-5-({lR*, 5S^6<cyclopropylphenethylcaibamoyl)-7-{4-[2<23,5-trimethyl- 
phenoxy)ethyl]phenyl}-3,9^azabicyclo[33.1]non-6^0-yl)-5^xopentanoic 

acid; 

(rac.y-5-dJR * 5S*)-6- {[2-(2-chlorophenyl)ethyl]cyclopropylcarbamoyl} -7- {4-[2- 
10 (23,5-trimethylphenoxy)ethyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-en-3-yl>5- 

oxopentanoic acid; 

(rac.)-5-((lR* J5*)-6-{cyclopropyl-[2-(2,3-difluorophenyl)ethyl]carbamoyl}-7- 
{4-[2<23,5-trimethylphenoxy)ethyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-en-3- 

15 yl)-5-oxopentanoic acid; 

(rac.y5-((lR*, 55*)-6-{cyclopropyl-[2-(4-fluorophenyl)ethyl]caibamoyl}-7-{4- 
[2-(2^>trimethyl-phenoxy)ethyl]phen^ 

5 - oxopentanoic acid; 

20 

(rac.yS-{{lR* 5S*)-6-[cyclopropyl-(2-o-tolylethyl)caibamoyl]-7-{4-[2-(2,3,5- 

trimethylphenoxy)ethyl]phenyl}-3>^ 

pentanoic acid; 

25 l:l-mixture of (rac.)-5-((i** 5,S*)-6-[cyclopiopyl-((2^*)-2-hydioxy-2- 
phenyletbyl)caibamoyl]-7-{4-[2-(2,3,5-trimethylphenoxy)ethyl]phenyl}-3^ 
diazabicyclo[3.3.1]non-6-en-3-yl)-5-oxopentanoic acid and (rac>5-((//?*, 55*)- 

6- [cyclopropyl-((25^2-hydroxy-2-phenylethyl)carbamoyl]-7-{4-[2-(23,5- 
trimethylphenoxy)ethyl]phenyl}-3,9-diazabicyclo-[3.3.1]non-6-en-3-yl)-5- 

30 oxopentanoic acid; 
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5 



10 



{rac.y5-i(JR* 55*)-6-{Gyclopn)pyl-[2-(2-liydroxyethyl)benzyl]caibamoyl}-7-{4- 

[2^23,5-trimethylphenoxy^ 

5-oxo-pentanoic acid; 

(rac>5-(( 1R* 5S*>7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}-6- 

{cyclopropyl-[2-(3-methoxyph^^ 

non-6-en-3-yl)-5-oxopentanoic acid; 

(rac.yS-({lR*. 55*)-6-{[2-(2-cbJorophenyl)ethyl]cyclopropylcarbamoyl}-7-{4-[2- 

(2A5-trimethylphenoxy)ethyU^^^ 

dimethyl-5-oxopentanoic acid; 



(rac.)-5-(VR* 55*>-6-{cyclopropyl-[2-(2,3-difluorophenyl)ethyl]carbamoyl}-7- 
{4-[2K2,3,5-trimethylphenoxy)etliyl]phenyl}-3>diazabicyclo[33.1^ 
15 yl)-2^-dimethyl-5-oxopentanoic acid; 

{rac.y5-(ilR*, 55=>6-{cyclopropyl-[2-<4-fluorophenyl)ethyl]carbainoyl}-7-{4- 

[2-(2,3,5-trmethylphenoxy)^ 
2^-dimethyl-5-oxopentanoic acid; 



20 



25 



(rac>5-(( 1R\ 5S*)-6-[cyclopropyl-(2-o-tolylethyl)caibamoyl]-7- {4-[2-(2,3,5- 
trimethylphenoxy)ethyl]phenyl}-3,9-diazabicyclo[3.3.1]noii-6-en-3-yl)-2> 

dimethyl-5-oxopentanoic acid; 

{rac.y5-{{.lR*, 55*)-6-[cyclopropyl-(2- j p-tolylethyl)carbamoyl]-7-{4-[2-(2,3,5- 
trimethylphenoxy)ethyl]phenyl}-3,9^azabicyclo[33.1]non^-en-3-yl)-2> 

dimethyl-5-oxopentanoic acid; 

(rac.y5-({lR*. 55*)-6-[cyclopropyK3,5-dimethoxybenzyl)carbamoyl]-7-{4-[2- 
30 (23,S-trime&ylphenoxy)eth^^^ 
dimethyl-5-oxopentanoic acid; 
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{rac.y5-((lR* 55*>7-{4-[2-(2^Moro^,5Hiimethylphenoxy)ethoxy]phenyl}-6- 
{cyclopropyH2K2-liydroxyethyl)benzyl]carbamoyl}-3,9^azabicyclo[33.1]non- 

6-cn-3-yl>2^-dimethyl-5-oxopentanoic acid; 

5 (rac.)-(lR* 55*>3<4H^amoylbutyryl)-7-{4-[2K2,3 > 5-trimethylpheiioxy> 
etbyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxyUc acid cyclopropyl- 
phenethylamide; 

(rac.y(lR* 55*)-3-(4^arbamoylbutyryl)-7-{4-[2-(2,3,5-trimethylphenoxy)ethyl]- 
10 phenyl>-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxyUc acid [2-(2-chloro-phenyl)- 
ethyl]cyclopropylamide; 

(rac.)-( 1R*. 55*)-3-(4-carbamoyIbutyryl)-7- {4-[2-(2,3,5-trimethylphenoxy)ethyl]- 
phenyl}-3,9-diazabicyclo[3.3.l]non-6-ene-6-carboxylic acid cyclopropyl-[2-(2,3- 
15 difluorophenyl)ethyl]amide; 

(rac.)-( 1R*. J5*>3-(4-carbamoylbutyryl)-7- {4-[2-(2,3,5-trimethylphenoxy)ethyl]- 
phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-caiboxyUc acid cyclopropyl-[2-(4- 
fluorophenyl)ethyl]amide; 

20 

(rac.)-{lR*, 5S*)-3-(4^arbamoylbutyrylH-{^[M2,3,5-trimetiiylpheiioxy)ethyl]- 
phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-(3,5- 
dimethoxybenzyl)amide; 

25 (rac.}-( 1R*. 55*)-3-(4-carbamoylbutyryl)-7- {4-[2-(2,3,5-trimethylphenoxy)ethyl]- 
phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-caiboxylic acid cyclopropyl-(2-/?- 
tolylethyl)amide; 

(rac.y(JR* 55*>3-(4-carbamoylbutyryl)-7-{4-[2K2,3,5-trimethylphenoxy)ethyl]- 
30 p henyl>-3,9-diazabicyclo[3.3.1]non-6-ene-6-caiboxyUc acid cyclopropyl-[2-(2- 
hydroxyethyl)benzyl]amide; 
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(rac.y(lR* j J s*)-3-(4-caibainoylbutyryl)-7-{4-[2-(2-chloro-4,5-dimethyl- 
phenoxy)ethoxy]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-caiboxyUc acid 
cyclopropyl-[2-(2-hydroxye1hyl)beiizyl]amide; 

5 (rac)-acetic acid (1R*, 5W<2-{[(3-acetyl-7-{4-[2^ 
)etoyi]phenyl}-3,9-diazabicy^ 
methyl}phenyl)etnyl ester, 

(rac)-acetic acid (1R* 5.S*)-2-(2-{[(3.acetyl-7-{4-[2-(2-chloro-4,5-dimethyl- 
10 phenoxy)ethoxy]phenyi} -3,9-diazabicycloE3.3.1]non-6-ene-6-carbonyl)- 
cyclopropylamino]methyl}phenyl)eliiyl ester, 

(rac.)-(lR* J5*)-7-{4-[2^2,3,5-trimethylphenoxy)ethyl]phenyl}-3,9-diaza- 
bicyclo[3.3.1]non-6-ene-6-carboxyUc acid cyclopropyl-[2-(4-fluorophenyl)ethyl]- 
15 amide; 

(rac.)-{ 1R*. 55^-7-{4-[2-(2,3,5-trimethylphenoxy)ethyl]phenyl}-3,9-diaza- 
bicyclo[3.3.1]non-6-ene-6-carboxyKc acid C yclopropyl-(3,5-dimetlioxybenzyl)- 
amide; 

20 

(rac>acetic acid (J** 5S*)-2-(2-{[(3-acetyl-7-{4-[2-(4-bromophenoxy)ethoxy]- 
phenyl}-3,9-diazabicyclo[33.1]non-6-ene-6^aibonyl)cyclopiopylammo]methyl^ 

phenyl)ethyl ester; 

25 1:1 mixture of (rac.)-5-{{lR* 55*)-7-{4-[2-(2-chloro^,5-dimethylphenoxy)- 
emoxy]phenyl}^-[((2i?*)-2-hydroxy-2-phenylemyl)memylcaibamoyl]-3,9- 
diazabicyclo-[33.1]non-6^-3-yl}-2^-dimethyl-5-oxopentanoic acid and (rac.)- 
5- {( 1R * 5S*yi- {4-[2<2^Woro-4,5-dimethylpbenoxy)ethoxy]phenyl} -6-[((2S*)- 
2-hydroxy-2-phenylethyl)mefoylcaib 

30 yl}-2^-dimethyl-5-oxopentanoic acid; 
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(rac.H 1R * 5iS*)-3-acetyl-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} - 
3,9-diazabicyclo[3.3.1]non-6-ene-6-caiboxylic acid (2-chlorobenzyl)cyclopropyl- 
amide; 

5 (rac.y(lR* 5S*)-7- {4-[3-(23>6-trifluorophenox^ 

bicycIo[33 J]non-6-ene-6-caiboxylic acid benzylcyclopropylamide; 

(rac.)-(lR* 55*)-7-{4-[3<2,3,6-trifluorophenoxy)propyl]phenyl}-3,9-diaza- 
bicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-(2-fluoroben2yl)ainide; 

10 

(rac.y(JR * 5£*)-7- {4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl} -3,9-diaza- 
bicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl>(3-trifluoromettiylbenzyl)- 
amide; 

15 (rac.)-(lR* 55*)-7-{4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl}-3,9-diaza- 
bicyclo[3.3.1]non-6-ene-6~caiboxylic acid cyclopropyl-(2-methylbenzyl)amide; 

(rac.y{lR* 9 5iS*)-7-{4-[3-(2,3,6-trifi™^^ 

bicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-[2-(4-methoxyphenoxy> 
20 ethyl]amide; 

(rac.)-(JR* 5S*)-7-{4-[3^2,3,6-trmuoro 

bicyclo[33.1]non^6-ene-6-carboxyUc acid [2-(2-chlorophenyl)ethyl]cyclopropyl- 
amide; 

25 

(rac.)-(IR * 5S*)-7- {4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl} -3,9-diaza- 
bicyclo[33.1]non-6-ene-6-caiboxylic acid cyclopropyl-[2-(2,3-difluorophenyl> 
ethyl]amide; 



30 (rac.)-(lR * 5S*)-7- {4-[3-(2,3,6-trifluoropheaoxy)propyl]phenyl} -3,9-diaza- 

bicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-(2-^tolylethyl)amide; 
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(rac.y(lR* 55^7-{4-[3K23,6-timuorophenoxy)propyl]phenyl}-3,9-<Haza- 
bicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyK2-/7-tolylethyl)amide; 

(rac.HlR* J5*)^3-acetyl-7-{4-[3-(2,5-dmuorophenoxy)propyl]phenyl}-3,9- 
5 diazabicyclo[33.1]non-6-ene-6-caiboxylic acid (2-chlorobenzyl)cyclopropyl» 
amide; 

(racHlR* 5,S>3-acetyl-7-{4-[3K2,3-dichIorophenoxy)propyl]phenyl}-3 
diazabicyclo[3.3. l]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropyl- 
10 amide; 

(rac.)~(lR* 55*)-3-acetyl-7-{4-[3-(2^hloro-5-£luorophenoxy)propyl]pbenyl}- 
3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropyl- 
amide; 

15 

(rac.y(lR\ 5,S*)-3-acetyU7-{4-[3-(3^yanopy^ 

diazabicyclo[3.3. l]non-6-ene-6-carboxylic acid (2-cMorobenzyl)cyclopropyl- 
amide; 

20 (rac.y(lR* J£*)-3-acetyl-7-{4-[2-(2,3-di^^^ 

diazabicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropyl- 
amide; 

(rac.)-(lR* 55*>3-acetyl-7-{4-[2<2,5-dimethylphenoxy)ethyl]phenyl}-3,9- 
25 diazabicyclo[33. l]non-6-ene-6-carboxylic acid (2-cMoroben2yl)cyclopropyl- 
amide; 



(rac.)-(lR * 5S*)-3-acetyl-7- {4-[2-(2-chloro-4,5-dimethylphenoxy)ethyl]- 

phenyl}-3,9-diazabicyclo[3.3. 1 ]non-6-ene-6-carboxylic acid (2-chlorobenzyl)- 
30 cyclopropylamide; 
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(rac.)-(lR * 5S*)-3-acetyl-7- {4-[2-(2,4-dichlorophenoxy)ethyl]phen)4} -3,9-diaza- 
bicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropylamide; 

(rac.y(]R * 5S*>3-acetyl-7-{4-[2<2;3^c^^ 
5 bicyclo[3.3. l]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropylamide; 

(rac.)-(IR* JS*)-3-aretyl-7-{4-[2^2,6KM 

bicyclo[33 J]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropylamide; 

10 (rac.y(JR * JS^-acetyl^- {4-[2-(2,5-difluorophenoxy)ethyl]phenyl} -3,9-diaza- 
bicyclo[33.1]non-6-ene-6-caiboxylic acid (2-chlorobenzyl)cyclopropyIamide; 

(rac.)-(]R * 5S*)-3-acetyl-7- {4-[2-(3,5-dichlorophenoxy)ethyl]phenyl}-3,9-diaza- 
bicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropylamide; 

15 

(rac.)-(lR* 5iS*)0-acetyl-7-{4-[2^2-cmoro-5-methylphenoxy)ethyl]phenyl}«3,9- 
diazabicyclo[3.3.1]non-6~ene-6-carboxylic acid (2-chlorobenzyl)cyclopropyl- 
amide; 

20 (rac.y(lR* 5^*>3-acetyl-7-{4-[2-(2^moro-5-fluorophenoxy)ethyl]phenyl}-3,9- 
diazabicyclo[3.3.1]non-6-ene-6-caxboxylic acid (2-chloiobenzyl)cyclopropyl- 
amide; 

{rac.y(lR*, 5S*)-3-acetyl-7-{4-[2^2,3,6^ 
25 diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropyl- 
amide; 



(rac.)-(lR*, 55*)-3-acetyl-7-{4-[3-(23,6-trifluorophenoxy)propyl]phenyl}-3 > 9- 
diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-(2-methoxybenzyl)- 
30 amide; 
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(rac.)-(lR* 5iS*)-3-acetyl-7»{4-[3K23,6-trifluorophenoxy)piopyl]phCTiyl}-3^- 
diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-(5-fluoro-2-methoxy- 
benzyl)amide; 

5 (rac.yQR * 5.S*)-3-acetyl-7- {4-[3-(2,3,6-trifluorophenoxy)propyl]phenyi} -3,9- 
diazabicyclo[3 .3.1 ]non-6-ene-6-carboxylic acid cyclopropyl-(2,6-difluoro- 
benzyl)amide; 

(rac.)-(lR* 55*)-3-acetyl-7-{4-[3-(23,6-trifluorophenoxy)propyl]phenyl}-3,9- 
10 diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-(3-fluoro-2-methyl- 
benzyl)amide; 

(rac. )-(//?* 5iS*)-3-acetyl-7-{4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl}-3,9- 
diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chloro-3,6-difluorobenzyl)- 
15 cyclopropylamide; 

(rac.)-(lR* 5S*)-3-acetyl-7-{4-[3-(2,3,6-trifta 

diazabicyclo[3 .3.1 ]non-6-ene-6-caiboxylic acid cyclopropyl-(2,3-difluoro- 
benzyl)amide; 

20 

(rac.yQR*, 5S*)-3-acetyl-7-{4-[3-(2,3,6-^ 

diazabicycIo[3.3. l]non-6-ene-6-caiboxylic acid cyclopropyl-(4-fluorobenzyl)- 
amide; 

25 (rac.y(lR*> 55*)-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}-3,9-diaz 
bicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)ethylamide; 

{rac.y(lR * 5S*)-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} -3,9-diaza- 
bicyclo[3.3. l]non-6-ene-6-carboxylic acid cyclopropyl-(3,5-dimethoxybenzyl)- 
30 amide; 
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(raa)-(lR * 5S*)-7- {4-[3-(2-broma-5-fluorophenoxy)propyl]phenyl} -3,9-diaza- 
bicyclo[3.3.1]non-6-ene-6-cari>oxylic acid cyclopropyH2-methylbenzyl)amide; 

(rac)-(lR* 5iS , *)-7-{4-[3«(2-bromo-5-fluorophenoxy)propyl]phenyI}-3,9^aM^ 
5 bicyclo[33.1]non-6-ene-6-caiboxylic acid cyclopropyl-[2-(4-methoxyphenoxy)- 
ethyljamide; 

(rac.)-(lR* 5S*)-3-methyI-7-{4-[3-(23,^ 

diazabicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropyl- 
10 amide; 

(rac.y(lR* 5£^-3-ethyl-7-{4-[3-(2,3,6-t^ 

diazabicyclo[3.3. l]non-6-ene-6-caiboxylic acid (2-chloroben2yl)cyclopropyl- 
amide; 

15 

(rac.y(lR * 5S*)-3-(2-aminoacetyi)-7- {4-[3«(2,3,6-trifluorophenoxy)propyl]- 
pheny^-S^-diazabicyclotSJ.llnon-e-ene-^carboxylic acid (2-chlorobenzyl>- 
cyclopropylamide; 

20 (rac.)-(lR* JS*)-3-(3-ammopropionyl)-7-^ 

phenyl}-3,9-dia2abicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)- 
cyclopropylamide; 

(rac)-(lR* 55*)-3-acetyl-7-{4-[2^2A5-trichlorophenoxy)ethoxy]phenyl}-3,9- 
25 diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-cblorobenzyl)- 

cyclopropylamide; 



(rac.)-(lR* J5*>3-acetyl-7-{4-[2-(2-bromo-5-fluorophenoxy)eflioxy]phenyi}- 
3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chloro-3-trifluoro- 
30 methylbenzyl)cyclopropyIamide; 
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(rac.y(lR* 55*)-3-acetyl-7-{4~[2K2A5-tricMorophenoxy)ethoxy]phenyl}-3,9- 
diazabicyclo-[3 .3 . 1 ]non-6-ene-6-carboxylic acid (2-bromobenzyl)- 

cyclopropylamide; 

5 (rac.y(lR*> 5S*)-3-acetyl-7- {4-[2-(2-bromo-5-fluorophenoxy)ethoxy]phenyl}- 
3,9-diazabicyclo[3.3.1]non-6-CTe-6-carboxylic acid cyclopropyl-(2,3-dimethyl- 
benzyl)amide; 

(rac.)-(lR* J 4 S*)-3-acetyl-7-{4-[2-(2,3-dichlorophenoxy)ethoxy]phenyl}-3,9- 
1 0 diazabicyclo[3 .3.1 ]non-6-ene-6-caiboxylic acid (2-cMoro-3-trifluoromethyl- 
benzyl)cyclopropylamide; 

(rac.y(lR* t J£^3-acetyi-7-{4~[2<2-<^ 

pheny^-S^-diazabicyclop.S.llnon-e-ene-e-caiboxylic acid (3-chlorobenzyl)- 
15 cyclopropylamide; 

(rac.y(lR * 5 1 S*>3-acetyl-7-{4-[2-(2,4,5-trichlorophenoxy)etboxy]phenyl} -3,9- 
diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)ethylamide; 

20 {rac.y(lR* 5 i S*)-3-acetyl-7-{4-[2-(2-cMoro-5-fluorophenoxy)ethoxy]phenyl}- 
3,9-diazabicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid (2-bromobenzyl)cyclo- 
propylamide; 

{rac.y(lR * 5 £*>3-acetyl-7- {4-[2-(4-cMoro-2-metliylphenoxy)ethoxy]-phenyl} - 
25 3 ,9-diazabicyclo[3 .3 . 1 ]non-6-ene-6-caiboxylic acid cyclopropyl-(2,3- 
dichloroben2yl)amide; 



30 



(rac.y(lR\ 5S^-3-acetyl-7-{4-[2-(2-cmoro-^ 

phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-caiboxylic acid cyciopropyl-(3- 
methoxybenzyl)amide; 
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(rac.y(lR* 5iS*)-3-acetyl-7-{4-[2-(2«bromo«5-fluorophenoxy)ethoxy]-phenyl}- 
3,9-diazabicyclo[3.3 . 1 ]non-6-ene-6-carboxylic acid (2-bromobenzyl)- 
cyclopropylamide; 

5 (rac.y(lR* 5S*)-3-acetyl-7-{4-[2-(4^^ 

3,9-diazabicyclo[3 .3 . 1 ]non-6-ene-6-caiboxylic acid cyclopropyl-(2,3- 
dimethylbenzyl)amide; 

(rac.y(]R*, 55*)-3-acetyl-7-{4-[2-(2,4,5-trichlorophenoxy)ethoxy]phenyl}-3,9- 
1 0 diazabicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid cyclopropyl-(3-methoxy- 
benzyl)amide; 

(rac.)-(lR * 5£*)-3-acetyl-7- {4-[2-(2-chloro-4 > 5-dimethylphenoxy)ethoxy]- 

phenyl} -3,9-diazabicyclo[3 3 . 1 ]non-6-ene-6-carboxylic acid cyclopropyl-(2- 
15 fluoro-5-methoxybenzyl)amide; 

(rac.y(JR* J5 r *>3-acetyl-7-{4-[2-(4-cMoro-2«methylphenoxy)ethoxy]-phenyl>- 
3,9-diazabicycIo[3.3. 1]non-6-ene-6-carboxylic acid (2-bromobenzyl)- 
cyclopropylamide; 

20 

(rac.y(lR* p 5S*)-3-acetyl-7-{4-[2-(2-chloxo-5-fluorophenoxy)ethoxy]phenyl}- 
3 ,9-dia2abicyclo[3.3. 1 ]non-6-ene-6-carboxylic acid (2-chlorobenzyl)- 
cyclopropylamide; 

25 (rac.)-(lR* 5^*)-3-Acetyl-7-{4-[2-(2,4,5-trichlorophenoxy)ethoxy]phenyl}-3,9- 
diazabicyclo[3.3.1]non-6-ene-6-caiboxylic acid cyclopropyl-(3,5- 

dimethoxybenzyl)amide; 

(rac.y(lR* 55*)-3-acetyl-7-{4-[2-(2,3-dichlorophenoxy)ethoxy]phenyl}-.3,9- 
30 diazabicyclo [3 .3.1 ]non-6 -ene-6-carboxylic acid (2-bromobenzyl)cyclopropyI- 
amide; 
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(rac.y(lR*. 55^-3-ac^tyl-7-{4-[2-(2-cmon>^,5-diinethylphenoxy)ethoxy]- 
phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (6-chlon>- 
benzo[l ,3]dioxol-5-yhnethyl)-cyclopropylamide; 

5 (rac.y(lR*. 5S*>3-acetyl-7-{4-[2K2>dicMor^^ 

diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropyl- 
amide; 

(rac.)-(lR * 5.S*)-3-acetyl-7- {4-[2-(4-chloro-2-metiiylphenoxy)ethoxy]-phenyl} - 
10 3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chloro-3- 

trifluoromethyIbenzyl)cyclopropylainide; 

(rac.)-(lR* 5*S*)-3-acetyl-7-{4^[2-(2-cMoro^,5-dimethylphenoxy)e 
phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cycIopropyl-(3- 
15 methylbenzyl)amide; 

(rac.)-(lR* J l S*)0-acetyl-7-{4-[2-(2,3^chlorophenoxy)ethoxy]phenyl}-3,9- 
diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)ethylamide; 

20 (racHiJ?* J l S*)-3-acetyl-7-{4-[2-(2-cWoro-5-fluorophenoxy)ethoxy]ph^ 
3,9-diazabicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid cyclopropyl-(2-fluoro-5- 
methoxybenzyl)aniide; 

(rac.y(lR*, J£*)-3-acetyl-7-{4-[2<4^^^ 
25 3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)- 
cyclopropylamide; 

(rac.y(lR*, 5S*)-3-acetyl-7-{442^2-bromo-5-^^ 

3 ,9-diazabicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid cyclopropyl-(3,5- 
30 dimethoxybenzyl)amide; 
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(rac.)-(lR*, 5^*)-3-acetyl-7-{4-[2-(2-cWoro-5-fluorophenoxy)ethoxy]-phenyl}- 
3,9-diazabicyclo[3.3.1]non-6-«ie-6-carboxylic acid cyclopropyl-(3- 

methoxybenzyl)amide; 

5 {rac.y{lR* 55*>3-acetyl-7-{4-[2<2,4,5-trichlorophenoxy)ethoxy]phenyl>-3,9- 
diazabicyclo[3.3. l]non«6-ene-6-carboxylic acid (3-chlorobenzyl)- 

cyclopropylamide; 

(rac.)-(lR* J5*)-3-acetyl-7-{4-[2-(2,6^cMon>-^methylphenoxy-ethoxy]- 
10 phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-(3,5- 
difluorobenzyl)amide; 

(rac.y(JR* 55*>3-acetyl-7-{4-[2-(2A5-trichlorophenoxy)ethoxy]phenyl}-3,9- 
diazabicyclo[3.3.1]non-6-ene>6-caiboxylic acid cyclopropyl-(2-fluoro-5- 
1 5 methoxybenzyl)amide; 

(rac.y(JR* 5iS^-3-acetyl-7-{4-[2^2A5-trichlorophenoxy)ethoxy]phenyl}-3,9- 
diazabicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid cyclopropyl-(3,4- 

dimethoxybenzyl)amide; 

20 

(rac.)-(lR* 55^-3-acetyl-7-{4-[2-(2-chloro-5-fluorophenoxy)ethoxy]pheiiyl}- 
3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (6-chloro-benzo[l,3]-dioxol- 
5-ylmethyl)cyclopropylamide; 

25 {rac.y(lR * 5S*)-3-Acetyl-7- {4-[2-(2-bromo-5-fluorophenoxy)ethoxy]phenyl} - 
3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (3-chlorobenzyi)- 
cyclopropylamide; 

(rac.y(lR * 5S*)-3-Acetyl-7- {4-[2-(2,3-dichlorophenoxy)ethoxy]phenyl} -3,9- 
30 diazabicyclo[3.3 .l]non-6-ene-6-carboxylic acid cyciopropyl-(3 ,4-dimethoxy- 
benzyl)amide; 
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(rac.)-(lR* 5£*)-3-acetyl-7-{4-[2-(2^hloro-5-flu^^ 

3,9-diazabicyclo[33.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)-ethylainide; 

(rac.y(lR * 5iS , ^3-acetyl-7-{4-[2-(4-chloro-2-methylphenoxy)ethoxy]-phenyl} 
5 3,9-diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclopropyl-(3,5- 
dimethoxybenzyl)amide; 

(rac.)-{lR* 55*>3-acetyl-7-{4-[2^2A5-tricMorophenoxy)ethoxy]phenyl}-3,9- 
diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-(3-methyl- 
10 benzyl)amide; 

(rac.y(lR* 55>3-acetyl-7-{4-[2-(2,3-dichlorophenoxy)ethoxy]phenyl}-3,9- 
diazabicyclo[3.3. l]non-6-^ne-6-caiboxylic acid cyclopropyl-(2-fluoro-5- 
methoxybenzyl)amide; 

15 

(rac.)-(lR* 55*)-3-acetyl-7-{4-[2-(2-cWoro-4,5-dimethylphenoxy)ethoxy]- 
phenyl}-3,9-diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclopropyl-(3,5- 
di£luorobenzyl)amide; 

20 (rac.y(lR*, 5i?*)-3-acetyl-7-{4-[2-(2,3-^chlorDphenoxy)ethoxy]phenyl}-3,9- 
diazabicyclo[3.3. l]non-6-ene-6-carboxylic acid cyclopropyl-(3,5-dimethoxy- 
benzyl)amide; 

(rac.y(JR * J5 r *)-3-acetyl-7- {4-[2-(2-chloro-5-fluorophenoxy)ethoxy]-phenyl} - 
3,9-diazabicyclo[3.3.1]non-6-me-6~carboxylic acid (2-chlorobenzyl)- 

cyclopropylamide; 

(rac.y(]R * JS^-acetyl^- {4-[2-(2-bromo-5-fluorophenoxy)ethoxy]-phenyl> - 
3,9-diazabicyclo[3.3. l]non-6-ene-6-caiboxylic acid (2-chlorobenzyl)- 
cyclopropylamide; 
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(rac.y(lR* 5S*)-3-acetyl-7-{4-P^ 

phenyl}-3,9-diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclopropyl-(3,4- 
dimethoxybenzyl)amide; 

5 (rac.)-(lR* t 5S*)-3-acetyl-7-{4-[2-(2-cMoro^5-to 

phenyl}-3,9-diazabicyclo[3.3.1]non-6-rae-6-carboxylic acid cyclopropyl-(3- 
trifluoromethoxybenzyl)amide; 

(rac.)-(lR * J«S*)-3-acetyl-7- {4-[2-(2-chloro-5-fluorophenoxy)ethoxy]phenyl} - 
1 0 3,9-diazabicyclo[3.3 . 1 ]non-6-ene-6-carboxylic acid cyclopropyl-(3- 

methylbenzyl)amide; 

(rac.y(JR\ 55*)-3-acetyl-7-{4-[2-(2-chloro-5-fluorophenoxy)ethoxy]phenyl}- 
3 1 9-diazabicyclo[3.3. l]non-6-ene-6-carboxylic acid cyclopropyl-(3,5- 
15 dimethoxybenzyl)amide; 

(rac.)-(lR* J5*)-3-acetyl-7-{4-[2-(2,3-dichlorophenoxy)ethoxy]phenyl}-3,9- 
diazabicyclo[3 .3 . 1 3non-6-ene-6-caiboxylic acid cyclopropyl-(3-methyl- 
benzyl)amide; 

20 

(rac.)-{lR*, J5*>3-acetyl-7-{4-[2^2-bromo-5-£luorophenoxy)ethoxy]phenyl}- 
3,9-diazabicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid cyclopropyl-(2-fluoro-5- 
methoxybenzyl)amide; 

25 (rac.y(JR * JS*)-3-acetyl-7- {4-[2-(2-bromo-5-fluorophenoxy)ethoxy]phenyl} - 
3,9-diazabicyclo[3.3.1]non-^-ene-6-caiboxylic acid (2-cMorobenzyl)ethylamide; 



(rac.y(lR* 55*)-3-acetyl-7-{4-[2-(2,3-dichlorophenoxy)ethoxy]phenyl}-3,9- 
diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (6-chIorobenzo[l,3]dioxol-5- 
30 ylmethyl)cyclopropylamide; 
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(rac.y(lR\ 5iS'*>3-acetyI-7-{4-[2-(2 > 3-dichlorophenoxy)ethoxy]phenyl}-3 > 9- 
diazabicyclo[3.3.1]non-6-ene-6-caiboxylic acid (3-chlorobenzyl)cyclopropyl- 
amide; 

5 (rac.y(lR * JS*)-3-acetyl-7- {4-[2-(4-chloro-2-methylphenoxy)ethoxy] -phenyl} - 
3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (6«K?hloro-benzo[l,3]dioxol-5- 
ylmethyl)cyclopropylamide; 

(rac.)-(lR * 5£*)-3-acetyl-7- {4-[2-(2-bromo-5-fluorophenoxy)ethoxy]phenyl} - 
10 3,9-diazabicyclo[3.3. l]non-6-ene-6-carboxylic acid cyclopropyl-(3-methoxy- 
benzyl)amide; 

(rac.)-(lR* 55*)-3-acetyl-7-{4-[2-(4-cMoro-2-methylphenoxy)ethoxy]-phenyl}- 
3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)ethylamide; 

15 

(rac.)-(JR * J5*)-3-acetyl-7- {4-[2-(4-chloro-2-methylphenoxy)ethoxy]-phenyl>- 
3,9-diazabicyclo[33 J]non-6-ene-6-carboxylic acid cyclopropyl-(3- 

methylbenzyl)amide; 

20 (rac.y(lR* 55 r *)-3-acetyl-7-{4-[2-(2,4,5-tricWorophenoxy)ethoxy]phenyl}-3,9- 
diazabicyclo[3 .3 . l]non-6-ene-6-caiboxylic acid (6-chlorobenzo[ 1 ,3]dioxol-5- 
ylmethyl)cyclopropylamide; 

(rac.)-(lR * 5S*)-3-acetyl-7- {4-[3-(2,6^chlon>4-methylphenoxy)propyl]- 

25 phenyl}-3,9-diazabicyclo[3.3. l]non-6-ene-6-carboxylic acid (2-chlorobenzyl)- 
cyclopropylamide formate salt; 



(rac.)-(lR * 5S*)-7- {4-[3-(2-bromo-5-fltiorophenoxy)propyl]phenyl} -3,9- 

diazabicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropyl- 
30 amide. 
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Most preferred compounds of general formula I are those selected from the group 
consisting of 

(roc>(2-methoxyphenyl)acetic acid (iH* JiS*>7~{4-[3-(2-methoxybenzyloxy)- 
5 propoxy]phenyl}-3-(2-thiophen-2-yla^^ 
methyl ester; 

(rflc>(2-methoxyphenyl)acetic acid (itf* 55*)-3-[2-(4-chlorophenyl)acetyl]-7- 
{4-[3-(2nmethoxybenzyloxy)propoxy]phenyl}^^ 
10 ylmethyl ester; 

(rac)-(2-methoxyphenyl)acetic acid JS*)-7-{4-[3-(2-methoxybOTzyloxy)- 
propoxyJphenyl}-3~(qxiinoxaline«2^arbonyl)-3 > 9-diazabicyclo[33.1]non-6-en-6- 
ylmethyl ester; 

15 

(rac.y(lR * J5*>3-acetyl-7- {4-[3-(2-methoxybenzyloxy)propoxy]phenyl} -3,9-di- 
azabicyclo[3 .3.1 ]non-6-ene-6-carboxylic acid [2-(2-cMorophenyl)ethyl]methyl- 
amide; 

20 (rac)-(2-methoxyphenyl)acetic acid 5iS r *)-3-(benzo[6Jthiophene^3- 
carbonyl)-7- {4-[3-(2-methoxybenzyloxy)propoxy]phenyl} -3 ,9-diazabicyclo- 
[33.1]non-6-en-6-yl-methyl ester; 

(rac>(2-methoxyphenyl)acetic acid (JR * 5£*)-3-acetyl-7- {4-[3-(2-methoxy- 
25 benzyloxy)propoxy]phenyl} -3,9-diazabicyclo[3.3. 1 ]non-6-en-6-ylmethyl ester, 

(rac.)-(2-methoxyphenyl)acetic acid (ii?* 5£*)-7-{4-[3^2-methoxybenzyloxy)- 

propoxy]phenyl}-3-phenylmethanesulfon^ 

ylmethyl ester; 

30 
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(rac.)-(lR*, 5^^3-acetyl-7-{4-[3-(2-mefhoxybenzyloxy)propoxy]phen^ 
diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid [2-(4~methoxyphenyl)ethyl]- 
Diethylamide; 

5 (rac.y(lR*, 5S*)-3-acetyl-7-{4-[2-(2-chto^ 

diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac.)-(lR * J,S*)-3-acetyl-7- {4-[2-(2-bromo-5-fluorophenoxy)ethyl]phenyl} -3,9- 
diazabicyclo[33.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

10 

(rtfc.)-(2-methoxyphenyl)acetic acid (1R*> 5iS*)-3-[2-(4-chlorophenyl)acetyl]-7- 
{6-[3-(2-methoxybenzyloxy)propoxy]pyridin-3-yl} -3,9-diazabicyclo[3.3. 1 ]non-6- 
en-6-ylmethyl ester, 

15 (racHlR* 5S*)-3-acetyl-7-{4-[2<2,5-dime^ 

azabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac.)-(IR * 5S*)-3-acetyl-7- {4-[3-(2-methoxybenzyloxy)propoxy]phenyl} -3,9- 
diazabicyclo[33.1]non-6-ene-6-carboxylic acid [2-(4-chlorophenyl)ethyl]methyl- 
20 amide; 

(rac.)-(lR*, 5iS*)-3-acetyl-7-{4-[3-(2-methoxybenzyloxy)propoxy]phenyl}-3,9- 
diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid [2-(3-chlorophenyl)ethyl]methyl- 
amide; 

25 

(rac.y(lR* 55*>3-acetyl-7-{4-[3-(2-methoxybenzyloxy)propoxy]phenyl}-3,9-di- 
azabicyclo[3.3.1]non-6-ene~6-caiboxylic acid ethylphenethylamide; 



30 



(rac.y(lR* 55*)-3-acetyl-7-{4-[3-(2-methoxybenzyloxy)propoxy]phenyl}-3,9-di- 
azabicyclo[3.3.1]non-6-ene-6-carboxylic acid [2-(3-methoxyphenyl)ethyl]methyl- 
amide; 
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(rac.y(JR * 5S*)-3-acetyl-7- {4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl}-3,9-di- 
azabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac.)-(JR* J£^-3-acetyl-7-{4-[3^2-methoxybei^^ 
5 azabicyclo[33.1]non-6-eae-6-caiboxylic acid methylphenethylamide; 

(rac)-(/l?* J5^-3-acetyl-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}- 
3,9-diazabicyclo[33.1]non-6^ne-6-carboxyhc acid methylphenethylamide; 

10 (rac. )-(2-methoxyphenyl)acetic acid (1R*, JjS'*>7-{4-[3-(2-methoxybenzyloxy> 
propoxy]phenyl} -3-methyl-3,9-diazabicyclo[3.3, 1 ]non-6-en-6-ylmethyl ester; 

(rac.)-(lR * 5iS*)-3-acetyl-7- {4-[3-(2-methoxybenzyloxy)propoxy]phenyl} -3,9-di- 
azabicyclo[33.1]non-6^ne-6-carboxylic acid [2-<3,4-dimethoxyphenyl)ethyl]- 
15 Diethylamide; 

(rac)-(lR* 5S*)-3-acetyl-7-{4-[2<2,3,5-^ 

azabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

20 (rac.)-{lR * 5S*>3-acetyl-7- {4-[3-(2,5-dichlorophenoxy)propyl]phenyl} -3,9-di- 
azabicyclo[33.1]non-6-ene-6-caiboxylic acid methylphenethylamide; 

(rac.)-(lR* J l y*)-3-acetyl-7-{4-[2^23-dimethylphenoxy)ethyl]phenyl}-3,9-^ 
azabicyclo[33.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

25 

(rac.)-N-((lR* 5S^-3-acetyl-7-{4-[2<2-cMoro 

nyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac>(2-methoxyphenyl)acetic acid (JR* 5£*)-7-{4-[3<2-methoxybenzyloxy)- 
30 propoxy]phenyl}-3,9-diazabicyclo[3.3.1]non-6-en-*6-ylmethyl ester; 
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(rac.yN-((lR • J£*)-3-acetyl-7~ {4-[3-(2-methoxybenzyloxy)prDpoxy]phenyl} - 

3,9^azabicyclo[33J]non^en-6-ylmeto^^ 

acetamide; 

5 (rac.yN-((lR* 5S*)-3-acetyl-7- {4-[2-(2^e^butyl-4-methylphenoxy)ethyl]ph©- 
nyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-caiboxylic acid methylphenethylamide; 

(rac.y(lR* 5,S*)-3-acetyl-7-{4-[2<2,5^fluoro^^ 
bicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

10 

(rac.)-(JR* 5S^-3-acetyl-7-{4-[3-(2-me&^^ 

azabicyclo[33.1]non-6-ene-6-caiboxylic acid methyl(3-phenylpropyl)amide; 

(rac.y(JR* 5iS , *)-3-acetyl-7-{4-[3-(23^cMorophenoxy)propyl]phenyl}-3,9-di- 
15 azabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac.y(lR* 55*)-3-acetyl-7-{4-[3K2-acetylphenoxy)propyl]phenyl}-3,9-diazabi- 
cyclo[3.3.1]non-6-ene-6-carboxyhc acid methylphenethylamide; 

20 (rac.y(lR* 55*>3-acetyl-7-{4-[3-(2-methoxybenzyloxy)propoxy]phenyl}-3,9-di- 
azabicyclo[3.3.1]non-6-ene-6-carboxylic acid [2-(2-methoxyphenyl)ethyl]methyl- 
amide; 

(rac.y(JR* JiS^-S-acetyl^-f^tS-Ca-methoxybenzyloxy^ropoxylphenyl}^^- 
25 diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid benzybnethylamide; 

(rac.)-(lR* 55*)-3-acetyl-7«{4-[3-(2,5"difluorophenoxy)propyl]phenyl}-3,9-di- 
azabicyclo[3.3.1]non-6-ene-6-caiboxylic acid methylphenethylamide; 



30 (rac.y(JR* 5 l S*)-3-acetyl-7-[4-(2-o-tolyloxyethyl)phenyl]-3,9-diazabicyclo- 
[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 
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(rac.)-(lR * 5S*)-3-acetyl-7- {4-[2-(3-isopropyIphenoxy)ethyl]phenyl} -3,9-diaza- 
bicyclo[3.3. l]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac.)-(lR * JS*)-3-acetyl-7- {4-[3-(2-chlorophenoxy)propyl]phenjd}-3,9-diazabi- 
5 cyclo[3.3. l]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropylamide; 

(rac.y(lR * 5£*)-5-[7- {4-[2-(2-bromo-5-fluorophenoxy)eto^^ 
phenethylcarbamoyl)-3,9-diazabicyclo[^^ acid; 

10 (rac.)-(lR* 5iS*)-3-acetyl-7-{4-[3<2 > 3,6-trifluorophenoxy)propyl]phenyl}-3,9- 
diazabicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropyl- 
amide; 

(rac.y(lR* J5*)-7-{4-[3-(2,3 ) 6-trifluorophenoxy)propyl-phenyl}-3,9-diaza- 
15 bicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chloroben2yl)cyclopropylamide; 

(rac.)-5-((i/?* 5iS*)-6-[(2^hlorobenzyl)cyclopropy!carbamoyl]-7-{4-[3-(2,3 > 6- 
trifluorophenoxy)propylphenyl} -3,9-diazabicyclo[3 .3 . 1 ]non-6-en-3-yl)-5-oxo- 
pentanoic acid; 

20 

(rac. )-(//? * 55*)-6-[(2-chlorobenzyl)cyclopropylcaibamoyl]-7- {4-[3-(2,3,6- 

trifluorophenoxy)propyl]phenyl}-3,^^ 

acid 2,2,2-tricMoro-l,l-dimethylethyl ester; 

25 (rac.y5-((]R * 5iS*)-6-[(2-chlorobenzyl)cyclopropylcaibamoyl]-7- {4-[3-(2,3,6- 
trifluorophenoxy)propyl]phenyl} -3,9-diazabicyclo[3 .3 . 1 ]non-6-en-3-yl)-2;2- 
dimethyl-5-oxopentanoic acid; 

(rac.y5-((]R * 5»S*)-6-[(2-chlorobenzyl)cyclopropylcarbamoyl]-7- {4-[3-(2,3,6- 
30 trifluorophenoxy)propyl]phenyl} -3 ,9-diazabicyclo[3 .3.1 ]non-6-en-3-yl)-5-oxo- 
pentanoic acid methyl ester; 
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l:l-mixture of (1R, 5iS)-3-((/a£ 4/O^hydroxypyrroUdm^ 
(23>64rifluor6phenoxy)prop^^ 

carboxylic acid (2-chlorobenzyl)cyclopropylamide and (IS, 5J?>3-((ii£ 4R)-4- 
hydroxypyrrotidine-2^artony0^^ 
5 3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropyl- 
amide; 

(rac.)-(lR* 5.S*)OK^^amoylbutyry^ 

propyl]phenyl} -3,9-diazabicyclo[3 .3 . l]non-6-ene-6-carboxylic acid (2-chloro- 
1 0 benzyl)cyclopropylamide; 

(rac.y(lR* 5S*)-3^4^arbamoylbutyryl>7-^ 

propyl]phenyl} -3,9-diazabicycIo[3.3 . l]non-6-ene-6-carboxylic acid benzyl- 
cyclopropyiamide; 

15 

(rac.)-(lR* 5S*)-3-(4-carbamoylbutyr^^ 

propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chloro- 
benzyl)ethylamide; 

20 (rac.y(lR\ 5S*)-3<4-carbamoylbutyryl)-7^^ 

propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl- 
(2-fluorobenzyl)amide; 

(rac.)-(lR* 5S*)-3-(4-caibamoylbutyrylH^ 
25 propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-caiboxylic acid cyclopropyl- 
(3-trbQuoromethylbenzyl)amide; 

(rac.)-(]R * 5S*)-3-(4^arbamoylbutyryl>7- {4.[3-(2,3 > 6-tri£luorophenoxy>- 

propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl- 
30 (2-methylbenzyl)amide; 
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(racy-ilR*. 55*)-3-(4-carbamoylbutyryl>7-{4-[3-(2,3,6-trifluorophenoxy)- 
propyl]pheayl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-caiboxyUc acid cyclopropyl- 
phenethyiamide; 

5 {rac.y{lR*. 5S^-3K4^aibamoylbutyryl>7-{4-[3-(2,3,6-trifluoiophenoxy)- 
piopyl]phenyl}-3,9-diazabicyclo[3.3.1]noii-6-ene-6-carboxylic acid [2-(2-chloro- 
phenyl)ethyl]cyclopropylamide; 

(rac.)-(lR* 55*)-3^4K^amoylbutyryl)-7-{4-[3-(2,3,6-trifluoiophenoxy)- 
10 propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl- 
(3,5-dimethoxybenzyl)amide; 

l:l-mixture of (rac.H3R*>HVR* 5-S*)-6-[(2-chlorobenzyl)cyclopropyl- 
carbamoyl]-7-{4-[3<23,6-trifluorophenoxy)propyl]phenyl}-3^-diazabicyclo- 
15 [3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid and (rac.)-(3S*yS-{(JR*, 
55*)-6-[(2^Morobenzyl)cyclopropyl^art»amoyl]-7-{4-[3^2,3,6-trifIuoro- 
phenoxy)propyl]pbenyl}-3,9-diazabicyclo-[3.3.1]non-6-en-3-yl)-3-hydroxy-5- 

oxopentanoic acid; 

20 l:l-mixture of (roc.y(3R*y5-((lR*, 5o'*)-6-(benzylcyclopropylcarbamoyl)-7-{4- 
[3<2,3,6-tri£luorophenoxy)propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-eii-3-yl)- 
3-hydroxy-5-oxopentanoic acid and (rac.)-(3S*}-5-((lR* 55*)-6- 
(benzylcyclopropylcaibamoyl>7-{4-[3-(2,3,6-trifluorophenoxy)piopyl]phenyl}- 
3,9-^!iazabicyclo[3.3.1]non-6-en-3-yl>-3-hydroxy-5-oxopentanoicacid; 

25 

l:l-mixture of (rac.y(3R*yHVR* 55*)-6-[(2-cblorobenzyl)ethylcarbamoyl]-7- 
{4-[3-(23,6-trifluorophenoxy)propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-en-3- 
yl)-3-hydroxy-5-oxopentanoic acid and (rac.)-(3S*y5-((lR* 55*)-6-[(2- 
chlorobenzyl)ethylcarbamoyl]-7- {4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl} - 
30 3,9-diazabicyclo[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid; 
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l:l-mixture of (rac.y(3R*y5-((lR* 5S*>6-[cyclopropyH2-fluoro^ 
carbamoyl]-7-{4-[3^2,3,6-triflu^^ 

[3.3.1]non-6-en-3-yl)-3-hydioxy-5-oxopentanoic acid and (rac.y(3S*y5-((lR* 
5S^-6-[cyclopropyl-(2-fluorob^^ 
5 phenoxy)propyl]phemyl^ 
oxopentanoic acid; 

l:l-mixture of (rac.K***)-5-((7/?* 55*)-6-[cyclopropyl-(3-trifluoromethyl- 
benzyl)carbamoyl]-7- {4-[3-(2,3 > 6-trifluorophenoxy)propyl]phenyl} -3,9-diaza- 
10 bicyclo[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid and (rac.)-(3S*)-5- 
((72? * 5iS*)^-[cyclopropyH3-trifluoromethylbenzyl)carbamoyl]-7- {4-[3~(2,3,6- 
triiluorophenoxy)propyl]-phenyl}-^^ 
hydroxy-5-oxopentanoic acid; 

15 l:l-mixture of (maH^WM*- 5iS*)-6-[cyclopropyl-(2-methylbenzyl)- 
carbamoyl]-7-{4-[3^23,6-trifta^^ 

[33.1]non^~en-3-yl)-3-hydroxy-5-oxopentanoic acid and (rac.)-(3iS*)-5-((/i?* 
5£*)-64cyclopropyH2-methylbei^ 
phenoxy)propyl]phenyl}-3,9-diazab^^ 
20 oxopentanoic acid; 

l:l-mixture of (rac.y(3R*y5-((JR* 55*)-6-{cyclopropyl-[2-(4-methoxy- 
phenoxy)ethyl]caibamoyl}-7-{^^ 

diazabicyclo[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid and (rac.)- 
25 (3S*)-5-((lR* 55*>6-{cyclopropyl-[2K4-methoxyphenoxy)ethyl]caibamoyl}-^ 
{4-[3-(23,64rifluorophenoxy)pro^ 
yl)-3-hydroxy-5-oxopentanoic acid; 

l:l-mixture of (rac.)-(3R*)-5-((lR* i^^^-tcyclopropyl^-m-tolyloxyethyl)- 
30 carbamoyl]-7-{4-[3K2A6-t^^ 

[33.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid and (rac.y(3S*y5-((lR*, 
5S*)-6-[cyclopropyl-(2-m-tolyloxyefo^ 
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phenoxy)prop>d]phenyl}-3 J 9-diazabicyclo[3.3.1]iion-6-en-3-)1)-3-hydioxy-5- 
oxopentanoic acid; 

l:l-mixture of (rac.H3R*y5-((JR* 55*>6-{[2-(2-chlorophenyl)ethyl]- 
5 cyclopropylcaibamoyl} -7- {4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl} -3,9- 

diazabicyclo[33.1]non-6-em-3-yl)-3-hydroxy-5-oxope!iitanoic acid and (rac.)- 
(3S*)-5-((Z/?* 55*>6-{[2-(2-cbJorophenyl)ethyl]cyclopropylcaibamoyl}-7-{4-[3- 
(2,3,6-trifluoropbenoxy)propyl]phenyl}-3,9-diazabicyclo[33.1]non-6^-3-yl)-3- 

hydroxy-5-oxopentanoic acid; 

10 

l:l-mixture of (rac.y(3R*)-5-({lR*. 5S*>6-[cyclopropyl-<3,5-dimethoxy- 
benzyl)carbamoyl]-7- {4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl} -3,9-diaza- 
bicyclo[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid and (rac.y(3S*y5- 
({1R*. JS*>6-[cyclopropyl-(3,5-dimethoxybenzyl)catbamoyl]-7-{4-[3-(2,3,6- 
1 5 triJJuorophenoxy)propyl]phenyl} -3 ,9-diazabicyclo[3 .3 . 1 ]non-6-en-3-yl)-3- 
hydroxy-5-oxopentanoic acid; 

(rac.)-(JR * 55*>3-acetyl-7- {4-[3-(2,3 > 6-trifluorophenoxy)propyl]phenyl}-3,9- 
diazabicyclo[3.3.1]non-6-ene-6-carboxyKc acid (2-chlorobenzyl)ethylamide; 

20 

(racHlR* 55*>3-acetyl-7-{4-[3-(2 > 3,6-trifluoropbenoxy)propyl]phenyl}-3,9- 
diazabicyclo[3.3.1]non-6-ene-6-caiboxylic acid cyclopropyl(3,5-dimethoxy- 
benzyl)amide; 

25 (rac.)-5-{(lR* 55*)-6-(benzylcyclopropylcarbamoy])-7- {4-[3-(2,3,6-trifluoro- 
phenoxy^>ropyl]pheaayl}-3,9-diazabicyclo[3.3.1]non-6-en-3-yl)-5-oxopentanoic 

acid; 

(rac.y5-((lR* J J S*)-6-[(2-chlorobenzyl)ethylcarbamoyl]-7-{4-[3-(2,3,6-trifluoro- 
30 pbenoxy)propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-en-3-yl)-5-oxopentanoic 

acid; 
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(rac.)-5-((lR* 5iS*)^-[cyclopropyl-(2-fluoroben^ 

trifluorophenoxy)propyl]phenyl} -3 ,9-diazabicyclo[3 .3.1 ]non-6-en-3 -yl)-5 -oxo- 
pentanoic acid; 

5 (rac.)-5-((71? * 55*>6-[cyclopropyH3-trifluoromethylbeDayl)cafbamoyl]-7- {4-[3- 
(2,3,6-trifluorophenoxy)propy 
oxopentanoic acid; 

(rac.)-5-((lR* 5iS*)-6-[cyclopropyl(2-methylben2yl)carbamoyl]-7-{4-[3-<2,3,6- 
10 tiifluorophenoxy)propyl]pheny^ 
pentanoic acid; 

{rac.y5-((lR*, 55>6-{[2^2^Morophenyl)ethyl]cyclopropylcaAamoyl}-7-{4-[3- 
(2,3,6-tiifluorophenoxy)propyl]phenyl}-3,9-diazabicyclo[3.3.1]non 
15 oxopentanoic acid; 

(rac.)-5-i(lR * 5^*)-6-[cyclopropyl(3,5-dimethoxybenzyl)caibamoyi]-7- {4-[3- 
(23,6-trifluorophenoxy)propyl]phenyl}-3,9^a2abicyclo[3.3.1]non-6^ 
oxopentanoic acid; 

20 

(rac.y5-((lR * 55*)-6-[cyclopropyl(2-i>-tolylethyl)caibamoyl]-7- {4-[3-(2,3,6- 
trifluorophenoxy)propyl]phenyl} -3,9-diazabicyclo[3 .3 . l]non-6-en-3 -yl)-5-oxo- 
pentanoic acid; 

25 (rac.)-5-((lR * 55*)-6-[(2-chlorobenzyl)ethylcaibamoyl]-7- {4-[3-(2,3,6-trifluoro- 
phenoxy)propyl]phenyl}-3 > 9-diazabicyclo[3.3.1]non-6-en-3-yl)-5-oxopentanoic 
acid methyl ester, 

(rac.yS-((lR* 55*)-6-[cyclopropyl-(2-fluoroben2^)carbamoyI].7-{4-[3K2,3,6- 
30 trifluorophenoxy)propyl]phenyl}-3,9^a^ 
pentanoic acid methyl ester; 
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{racyS-iilR * 55*)-6-[cyclopropyl-(3,5-dimethoxyben2yl)carbamoyl]-7- {4-[3- 
(2^,6-trmuorophenoxy)propyl]phenyl}-3,9Kiiazabicyclo[3.3.1]noii-6-en-3-yl)-5- 

oxopentanoic acid methyl ester; 

5 (rac.y5-({lR* 55*)^[(2^Worobenzyl)ethylcarbamoyl]-7-{4-[3-(2,3,6-trifluoro- 
phenoxy)propyl]phenyl}-3,9^azabicyclo[33.1]non^nO-yl>2^-dimethyl-5- 

oxopentanoic acid; 

(rac.y5-{(lR* 55*>6-[cyclopropyl-(2-fluorobenzyl)carbamoyl]-7-{4-[3-(2,3,6- 
10 trifluorophenoxy)propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-en-3-yl)-2,2- 
dimethyl-5-oxopentanoic acid; 

(rac.)-5-((]R* 55*>6-[cyclopropyl-(2-methylbeiizyl)carbamoyl]-7-{4-[3-(2,3 > 6- 
tri£luorophenoxy)propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-en-3-yl)-2,2- 
15 dimethyl-5-oxopentanoic acid; 

(rac.y5-((lR * 55*)^-[cyclopropyH3,5-dimethoxybenzyl)carbamoyl]-7- {4-[3- 
(2,3,6-trifluorophenoxy)propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-en-3-yl)- 
2,2-dimethyl-5-oxopentanoic acid; 

20 

l:l-mixture of {rac.y{2R*, 3S*>4-((Jtf*. 5S*>6-[cyclopropyH2-methylbenzyl> 
carbamoyl]-7-{4-[3-(23,6-trifluorophenoxy)propyl]phenyl}-3 > 9-diazabicyclo- 
[33.1]non-6^-3-yl)-23-dihydroxy-4-oxobutyric acid and (rac.)-(2S* 3R*)-4- 
(( 1R*. 55*>6-[cyclopropyl-(2-methylbenzyl)carbamoyl]-7- {4-[3-(2,3,6-trifluoro- 
25 phenoxy)piopyl]phenyl} -3,9-diazabicyclo-[3.3.1]non-6-en-3-yl)-2,3-dihydroxy-4- 
oxobutyric acid; 



(rac.)-5- {(1R* 5S*yl- {4-[3-(2-bromo-5-fiuorophenoxy)propyl]phenyl}-6- 

[cyclopropyl-(2-fluorobenzyl)carbamoyl]-3,9-diazabicyclo[3 .3. l]non-6-en-3-yl} - 
30 5-oxopentanoic acid; 
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(rac.y5- {(1R * 5,S*>7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} -6- 

{cyclopropyl-[2-(3-methylphenoxy)ethy 

non-6-en-3-yl)-5-oxopentanoic acid; 

5 (rac>5-[(IR* 5S*>7-{4-[3-(2-bromo-5-fluoiophenoxy)propyl]phenyl}-6- 
(cyc!opropylphenethylcaibamoyl)-3,9-diazabicyclo[3.3. 1 ]non-6-en-3 -yl] -5 -oxo- 
pentanoic acid; 

(rac.)-5-((//?* J5*)-7-{4-[3K2-bromo-5-fluorophenoxy)propyl]phenyl}-6-{[2-(2- 
10 chlorophenyl)ethyl]cyclopropylcarbamoyl} -3,9-diazabicyclo[3 .3 . 1 ]non-6-en-3- 
yl)-5-oxopentanoic acid; 

(rac.y5-({lR* 5S*)-7-{4-[3^2-bromo-5-fluo^^ 
(2,3-dffluorophenyl)ethyl]cyclopropy^ 
15 en-3-yl)-5-oxopentanoic acid; 

{rac.yS-((lR\ 5S*)-1- {4-[3-(2-broino-5-£luorophenoxy)propyl]phenyl}-6- {[2-(2- 
methylphenyl)ethyl]cyclopropylcarbamoyl}-3,9^azabicycIo[33J]non-6^-3^ 
yl)-5-oxopentanoic acid; 

20 

{rac.y5-{ilR\ 5S*>7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} -6- {[2-(4- 

methylphenyl)ethyl]cyclopropylcarbam^ 

yl)-5-oxopentanoic acid; 

25 (rac.y5- {{1R * 5iS*)-7-{4-[3-(2-bromo-5-fluorophenoxy)propyI]phenyl} -6- 

[cyclopropyl-(3,5-dimethox)4>enzyl)carbamoyl]-3,9-diazabicycto 
3-yl}-5-oxopentanoic acid; 

(rac>5- {(1R * 5S*)-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} -6- 

30 [cyclopropyK3,5-dimethoxybenzyl)caA 
3-yl}-5-oxopentanoic acid methyl ester; 
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(roc.)-5- {(ii?*, 5S*)-7- {4-[3-(2-bromo-5-fluorophenoxy)propyIlphenyI}-6- 

[cyclopropyl-(2-fluoroben^^ 

2^-dimethyl-5-oxopentanoic acid; 

5 (rac.>5- {{JR * 5S*)-7- {4-[3-(2'bromo-5-fluorophenoxy)propyl]phenyl}-6- 

[cyclopropyl-(2-methylbenzyl)carbamoyl]-3,9-diazabicyclo[3.3. 1 ]non-6-en-3-yl} - 
2£-dimethyl-5-oxopentanoic acid; 

(rac.y5-[(lR* i.S^-T-f^IS^-bromo-S-fluorophenoxy^ropyllphenyl}^- 
10 (cyclopropylphenethylcarbamoyl)-3,9-^azabicyclo[3.3.1]non-6-en-3-yl]-2,2- 
dimethyl-5-oxopentanoic acid; 

(rac.y5-((lR * 5£*)-7- {4-[3-(2-bromo-5-£luorophenoxy)propyl]phenyl} -6- {[2-(4- 
methylphenyl)ethyl]cyclopropylcarbamoyl} -3,9-diazabicyclo[3 .3 . 1 ]non-6-en-3- 
15 yl)-2^-dimetliyl-5-oxopentanoic acid; 

(rac.)-5-{(ii?* JS*>7-{4-[3-(2-bromo-5-fto^^ 
[cyclopropyl-(3,5-dimethoxybenzyl)caibamoyl]-3,9^ 
3-yl}-2,2-dimethyl-5-oxopentanoic acid; 

20 

l:l-mixture of (rac.y(2R* 3S*y4-{(lR* SS^yi ^[3^2Ayxomo^fhioro^ 
phenoxy)propyl]phenyl}-6-[cyclopropyl-^ 

diazabicyclo[33.1]non-6-en-3-yl}-23-^ acid and (rac.)~ 

(2S*, 3R*y4-{(JR* 5S*)-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}-6- 
25 [cyclopropyl-(3,5-dimethoxy^ 

3-yl}-2,3-dihydroxy-4-oxobutyric acid; 

(rac.y5-((JR* 5S^-6-[(2^hloroben2yl)^ 
trimethylphenoxy)ethyl]phenyl}~3,9-diazabicyclo[33.1]non 
30 pentanoic acid; 
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(rac.)-5-((JR* 5iS^-6-[(3-trifluoromethy^ 
(2^,5-trimethylphenoxy)et^ 
oxopentanoic acid; 

5 (raayS-dlR* J£*)-6-[(2-methylbenzyl)cycl^^^ 
trimethylphenoxy)ethyl]phenyl}-3,9^azabicycloP 
pentanoic acid; 

(rac.yS-((lR* 5£^-6-[(2^MorobenzyI)e^ 
10 phenoxy)ethyl]phenyl} -3,9-diazabicyclo[33 . l]non-6-en-3-yl)-2,2-dimethyl-5- 
oxopentanoic acid; 

(rac.}-5-((lR* JS*)-6-[cyclopropyl-(2-fluorobe 
trimethylphenoxy)e^ 
15 dimethyl-5 -oxopentanoic acid; 

(rac.)-5-{(JR* 5S*)-7-{4-[3-(2-bromo-5-fluoro^^ 
cMorobenzyl)cyciopropylcaibamoy^ 
oxopentanoic acid; 

20 

(rac.)-5- {(JR * 5iy*)-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl} -6-[(2- 

chloroben2yl)cyclopropylc^ 

dimethyl-5-oxopentanoic acid; 

25 (rac.)-5-{(lR* 5£*)^[3-(2-bromo-5-fluoiophen^ 

caibamoylbutyiyl)-3,9-dia^ acid (2-chloro- 

benzyl)cyclopropylamide; 

(rac.)-5-((ii?* 5iS*)-6-(benzylcyclopropylcarbamoyl>7-{4-[3-(2-bromo-5-fluoro- 
30 phenoxy)propyl]phenyl}-3,9-diazabicyclo[33J]non-6-en-3-yl)-5-oxopentanoic 
acid methyl ester; 
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(rac.y(lR* 5S*>3-acetyl-7-{4-[2<2-^ 

phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl>- 
cyclopropylamide; 

5 (rac.y5-((lR* 5S*>6-[(2^Wotobenzyl)cyclopropylcarbamoyl]-7-{4-[2-(2- 
cMoro^,5-dimethylphenoxy)e^ 
yl)-5-oxopentanoic acid; 

(rac.y5-{(lR* 55 r *)-7-{4-[2<2^hloro^,5-dimethylphenoxy)ethoxy]phenyl}-6- 
10 [cyclopropyl-(2-methylbenzyl)ca^ 
5-oxopentanoic acid; 

(rac.)-5-{(lR* 55^-7- {4-[2^2^Moro^,5-dimethylphenoxy)eflioxy]phenyl}^ 
[cyclopropyl-(3,5-dimethoxybenzyl)caibamoyl]-3,9-diazabicycl^ 3 . 1 ]non-6-en- 
15 3-yl}-5-oxopentanoic acid; 

(rac.y5-((lR * 5iS*)-6-[(2-chlorobenzyl)cyclopropylcaibamoyl]-7- {4-[2-(2- 

ch!oro-4,5-dimethylphenoxy)eflioxy]phenyl} -3,9-diazabicyclo[3 .3. 1 ]non-6-en-3- 
yl)-2;2-dimethyl-5<ncopentanoic acid; 

20 

(rac>5-((il?* 5S*)-6-[(2^Morobenzyl)e^ 

dimethylphenoxy)ethoxy]phenyl} -3,9-diazabicyclo[3.3. 1 fron-e-en-S-yl)^- 
dimethyl-5-oxopentanoic acid; 

25 (rac.y5-{(lR* JS*)-7-{442-(2-cMoro^,5-dime^ 
[cyclopropyl-(2-fluorobenzy^ 
2^-dimethyl-5-oxopentanoic acid; 



If 



30 



(rac.yS-dlR * JiS^-e^cyclopropyHS^-dimethoxybeiizy^carbamoyl]-?- {4-[2- 
(2,3,5-trimethylphenoxy)ethyl]phenyl} -3,9-diazabicyclo[3.3.1]non-6-en-3-yl)-5- 
oxopentanoic acid; 
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(rac.)-5-((]R* 5.S*)-64cycIopropyH2-/?-tolyte^ 

trimethykhenoxy)ethyl]phenyl}^^ 

pentanoic acid; 

5 (rac.)-5-((lR* J5 r *)-7-{4-[2<2^Moio^,5-dimethylphenoxy)ethoxy]phen^^ 
{cyclopropyl-[2-(2-hydroxyethyl)^ 
6-en-3-yl)-5-oxopentanoic acid; 

(rac.)-5-((JR * 5iS*)-6-(cyclopropylphenethylcarbamoyl)-7- {4-[2-(2,3,5-trimethyl- 
10 phenoxy)ethyl]phenyl}-3,9-diazabicyclo[33Jfr^ 
oxopentanoic acid; 

{rac.y(lR * 5S*)-7- {^[S^^^-trifluorophenoxy^ropyllpheayl} -3,9-diaza- 
bicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)ethylamide; 

15 

(rac.)-(]R* 55*)-7-{4-[3-(23,6-trifluorophenoxy)propyl]phenyl}-3,9-diaza- 
bicyclo[3.3.1]non-6-ene-3,6-dicarboxylic acid 6-[(2-chlorobenzyl)cyclopropyl- 
amide] 3-dimethylamide; 

20 (rac.)-(]R* 5iS*)-7-{4-[3^2,3,6-trifl^^ 

bicyclo[3 .3 , 1 ]non-6-ene-3,6-dicaiboxylic acid 6-[(2-chlorobenzyl)cyclopropyl- 
amide] 3-diethylamide; 

(rac.)-(lR* 5-S r ^-6-[(2^Morobeii2yl)cyclopropylcarbamoyl]-7-{4-[3-(2,3,6- 
25 trifluorophenoxy)propyl]phenyl^^ 
acid methyl ester; 

(rac.)-(lR* 55 , *)-6-[(2^Woroben2yl)cyclopropylcarbamoyl]-7-{4-[3-(23,^ 
trifluorophenoxy)propyl]phcmyty 
30 acid ethyl ester; 
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(rac.y{lR* JS^-3-methanesu^ 

phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)- 
cyclopropylamide; 

5 (roc>( 1R \ 5S*)-3-ethanesulfonyI-7- {4-[3-(2,3,6-trifluorophenoxy)propyl]- 
phenyl} -3 ,9-diazabicyclo[3.3. 1 ]non-6-ene-6-carboxylic acid (2-chlorobenzyl)- 
cyclopropylamide; 

(rac.)-5-((lR* 5£*>^[(2<Morobenzyl^ 
10 trifluorophenoxy)propyl]pta 
pentanoic acid ethyl ester; 

(rac.y4~{(lR * 5iS*)-6-[(2-chloroben2yl)cyclopropylcarbamoyl]-7- {4-[3-(2,3,6- 
trifluoropheiioxy)propyl]ph^ 
15 butyric acid; 

(rac.y3-[((lR* J5*)-6-[(2^morobenzyl)cyclopropylcaAamoyl]-7-{4-[3-(2,3,6- 
trifluorophenoxy)piopyl]pheayl} -3,9-diazabicyclo[33 . 1 ]non-6-ene-3-carbonyl)- 
amino]propionic acid ethyl ester, 

20 

(rac.)4-[(( 1R * 5S*)-6-[(2-chlorobenzyl)cyclopTopylcarbamoyl]-7- {4-[3-(2,3 ,6- 

trifluorophenoxy)pix>pyl]phenyl}^^^ 

amino]butyric acid ethyl ester; 

25 (rac.y(lR* 5^-3^3-carbamoylpropiony^ 

propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6«carboxyUc acid (2-chloro- 

benzyl)cyclopropylamide; 

(rac.y(lR* 5S*)-3-(2-hydroxyacetyl)-7-{^^ 
30 phrayl}-3,9-diazabicycio[3.3.1]non-6-eiie-6-carboxylic acid (2-chloroben2qd)- 

cyclopropylamide; 
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(IS, 5i?)-3-((3if)-3-hydroxybutyiyl>7- {4-[3-(2,3,6-trifluoiophenoxy)propyl]- 
phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-caiboxylic acid (2-chlorobenzyl)- 
cyclopropylamide; 

5 l:l-mixture of (rac.y(lR*, JS*>3-((iiJ* 2S*>24iydroxycyclopentanecaibonyl)- 
7- {iJ-fS^^^-trifluorophenoxyJpropyllphenyl} -3,9-diazabicyclo[3.3.1]non-6- 
ene-6-carboxylic acid (2-cMorobenzyl)cyclopropylamide and (rac.)-(lR*, 5S*)-3- 
((IS*, 2R *)-24iydroxycyclopentanecarbonyl)-7- {4-[3-(2,3»6-trifluorophenoxy)- 
propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chloio- 
1 0 benzyl)cyclopropylamide; 

(rac.y(lR\ 55>9-acetyl-7-{4-[3-(23,6-trinuorophenoxy)propyl]phenyl}-3,9- 
diazabicyclo[3.3. 1 ]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropyl- 
amide; 

15 

(rac.)-5-((lR * 5iS^-6-[(2-cmorobenzyl)cyclopropylcaibamoyl]-7- {4-[3-(2,3,6- 

trifluorophenoxy)propyl]phenyl}^ 

pentanoic acid; 

20 (rac.y5-((lR * 5iS r *)-6-[(2-chlorobenzyl)cyclopropylcaibamoyl]-7- {4-[3-(2,3,6- 
trifluorophenoxy)piopyl]phenyl^ 
pentanoic acid ethyl ester; 

(rac.y5-((lR* 5iS*)-6-[(2-cWoK)beiizyl)cyclopropylcarbamoyl]-7-{4-[3-(23,6-. 
25 trifluorophenoxy)propyl]phenyl}^^ 
pentanoic acid methyl ester, 

1 :l-mixture of (rac)-(3R*y5-((]R\ JS*)-6-[(2-chlorobenzyl)cyclopropyl- 
carbamoyl]-7- {4-[3-(2 > 3,6-trifluorophenoxy)propyl]phenyl} -3,9-diazabicyclo- 
30 [3.3.1]non-6-en-9-yl)-3-hydroxy-5-oxo-pentanoic acid and (rac.y(3S*)-5-((lR*, 
5S*).6-[(2-cMorobenzyl)cyclopropyl 
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phenoxy)propyl]phenyl}-3^ 
oxopentanoic acid; 

(rac.y5-((lR * 5iS*)-6-[(2-chlorobenzyl)cyclopropylcarbamoyl]-7- {4-[3-(2,3,6- 
5 trifluorophenoxy)propyl]phenyl}^ 
dimethyl-5-oxopentanoic acid; 

(rac.y4-((lR* 5,S*)-6-[(2^Morobcmzyl)cy^ 

trifluorophenoxy)propyl]phenyl} -3,9-diazabicyclo[3.3. 1 ]non-6-en-9-yl)-4-oxo- 
10 butyric acid; 

(rac.y(lR • 5S*)-7- {4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl} -3,9-diaza- 
bicyclo[3 .3 . 1 ]non-6-ene-6,9-dicarboxylic acid 6-[(2-chlorobe3Qzyl)cyclopropyl- 
amide] 9-dimethylamide; 

15 

(rac.y(lR*, 5iS , *)-6-[(2^MorobenzyI)cyclopropylcarbamoyl]-7-{4-[3--(2,3,6- 

trifluorophenoxy)propyl]phenyl}-3,9^ 

acid methyl ester, 

20 (rac.)-(lR* JiS*)-6-[(2-chlorobenzy^^ 
trifluorophenoxy)propyl]ph^ 
acid ethyl ester, 

(rac.y3-[(lR* 55^-(6-[(2-cMorobenzyl)cyclopropylcarbamoyl]-7-{4-[3-(2,3,6- 
25 trifluorophenoxy)propyl]phe^ 
amino]propionic acid ethyl ester; 

(rac.)-4-[((lR+ JS^-6-[(2^Morobenzyl)cyclopropyl^^ 
tiifluorophenoxy)propyl]pheny^ 
30 aminojbutyric acid ethyl ester; 
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{rac.y(lR* t 5«S*>3-fomyl-7-{4-[3<2^^^ 

diazabicyclo[ 3 .3.1 ]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropyl- 
amide; 

5 (rac>3-[((/U * 55^6-[(2^hlorobenzyl)cyclopropylcarbamoyl]-7- {4-[3-(2,3,6- 
trifluorophenoxy)pjnopyl]phra^ 
aminojpropionic acid; 

(rac.)-3-[((/Z? * iiy^-e-^-chlorobenzy^cyclopropylcaibamoyl]--?- {4-[3-(2,3,6- 
1 0 trifluorophenoxy)propyl]phenyl} -3,9-diazabicyclo[3 .3. l]non-6-ene-9-carbonyl)- 
amino]propionic acid; 

(rac.y4-[((lR * 5iS*)-6-[(2-chlorobeiizyl)cyclopK)pylcarbamoyl]-7- {4-[3-(2,3,6- 
trifluorophenoxy)propyl]phenyl^ 
15 amino]butyric acid; 

(racHIR* JS*)-3-acetyl-7-{4-[2-(2^ 

diazabicyclo[3 .3 . l]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropyl- 
amide; 

20 

(rac.}-(lR* 5£*)-9-(4^artamoylbuty^ 

propyl]phenyI}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2- 
chlorobenzyl)cyclopropylamide; 

25 (rac.y(lR* J.y*)-9-(3-<^amoylpro^^ 

propyl]phenyl}~3,9'diazabicyclo[3.3.1)non-6-ene-6-carboxylic acid (2-chloro- 
benzyl)cyclopropylamide; 



(rac.y(lR * 5£^-9-(2-hydroxyacetyl)-7- {4-[2<2,3,6-trifluorophenoxy)propyl]- 
30 phenyl} -3,9-diazabicyclo[3.3. 1 ]non-6-ene-6-carboxyIic acid (2-chlorobenzyl)- 
cyclopropylamide; 
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(iit 5iS)-9<(3^-3-hydroxybuty^ 

phray^-S^^azabicyclotSJ.llnon-e-ene^-carboxylic acid (2-chlorobenzyl)- 
cyclopropylamide; 

5 (rac.)-{lR*, 5S*>9-methanesulfonyl-7- {4-[2-(2,3,6-trifluorophenoxy)propyl]- 
phenyl>-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chloroben2yI)- 
cyclopropylamide; 

(rac.)-(JR* JS*)-9-ethanesulfonyl-7-^ 
10 phenyl} -3,9-diazabicyclo[3.3. l]non-6-ene-6-caiboxylic acid (2-chlorobenzyl)- 
cyclopropylamide; 

{rac.y(lR*, JS*)-3-acetyl-7-{4-[3-(2,3,6-trifl^^ 

diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-(2-fluoro-5-methoxy- 
15 benzyl)amide; 

(rac.)-(]R* 5S^3-acetyl-7-{4-[3<2,3,6-t^ 

diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyK3-methoxybenzyl)- 
amide; 

20 

(rac.)-(lR* 5S*)-3-acetyl-7-{4-[3-(23,6-tr^^ 

diazabicyclo[3 .3 . 1 ]non-6-ene-6-caiboxylic acid cyclopropyK3,4-dimetboxy- 
benzyl)amide; 

25 (rac.y(lR+, 5£^-3-acetyl~7-{4~[3K2,3,6-trifl^^ 

diazabicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid (2-cMoro-3-trifluoromethyl- 
benzyl)cyclopropylamide; 

(rac.)-(JR* 5S*)0-acetyl-7-{4-[3^2,3,64rifluoro^^ 
30 diazabicyclo[33.1]non-6-ene-6-carboxylic acid benzo[13]dioxol-5-ylmethyl- 
cyclopropylamide; 
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(rac.y(JR* 5£>3-acetyl-7-{4-[3K2^,6-^ 

diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2^Moro-6-fluorobenzyl)- 
cyclopropylamide; 

5 (rac.)-(lR* 5S*>3-acetyl-7-{4-[3K2,3,6-^ 

diazabicyclo[33.1]non-6-ene-6-carboxylic acid (2-bromobenzyl)cyclopropyl- 
amide; 

{rac.)-(lR * Jiy*)-3-acetyl-7- {^[S^^^trifluorophenoxy^ropylJphenyll-S.P- 
10 diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-(2,3-dimethyl- 
benzyl)amide; 

(rac.y(lR* 55*)»3-acetyl-7-{4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl}-3,9- 
diazabicyclo[3 .3 . l]non-6-ene-6-carboxylic acid cyclopropyl-(3,5-difluoro- 
15 benzyl)amide; 

{rac.y{lR * 5S*)-3-acetyl-7- {4-[3<2,3,6-trifluorophenoxy)propyl]phenyl}-3,9- 
diazabicyclo[3.3. 1 Jnon-6-ene-6-carboxylic acid cyclopropyl-(2,3-dichloro- 
benzyl)amide; 

20 

{rac.)-(lR*, 55^3-acetyl-7-{4-[3K23,6-trmuorophenoxy)propyl]ph^ 
diazabicyclo[33 J]non-6-ene-6-caiboxylic acid cyclopropyl-(3-tri£luoromethoxy- 
benzyl)amide; 

25 (rac.)-(JR* 5S*)-3-acetyl-7-{4-[3^23>6-trifl™^ 

diazabicyclo[3.3. l]non-6-ene-6-carboxylic acid cyclopropyl-(3-methylbenzyl> 
amide; 



(rac.y(lR * 5S*)-3-acetyl-7- {4-[3-(2^,6-trifluorophenoxy)propyl]phenyl}-3 > 9- 
30 diazabicyclo[33A]non-6-ene-6-cart>oxylic acid (3-chlorobenzyl)cyclopropyl- 
amide; 
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{rac.)-{ J R * 55*)-3-(5-morpholin-4-yl-5-oxopentanoyl)-7- {4-[3-(2,3,6-trifluoro- 
phenoxy)propyl]phenyl}-3,9^azabicyclo[33.1]non-^-ene-6-caiboxylic acid (2- 

chlorobenzyl)cyclopropylamide; 

5 (rac.y(lR* 55*)-3-(2-tetrazol-l-ylacetyl)-7.{4-[3<2,3,6-trifluorophenoxy> 
propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxyUc acid (2-chloro- 

benzyl)cyclopropylamide; 

(rac>( 1R*. J5*)-3-(5-oxo-5-piperazin-l-ylpentanoyl)-7-{4-[3-(2,3,6-trifluoro- 
10 phenoxy)propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-cari)oxylic acid (2- 
chlorobenzyl)cyclopropylamide; 

l:l-mixture of {1R, J60-3K(^2-amino-3-hydroxypropionyl>7-{4-[3-(2,3,6- 
trmuorophenoxy)pTopyl]phenyl}-3,9KUazabicyclo[33.1]non^-ene-D^caiboxyUc 

15 acid (2-cMorobenzyl)cyclopropylamide and {IS. 5i?>3-((2^2-amino-3- 
hydroxypropionyl^7-{4-[3K2,3,6-trifluoiophenoxy)propyl]phenyl}-3,9Hliaza- 
bicyclo[3.3.1]non-6-ene-6-caiboxyKc acid (2-chlorobenzyl)cyclopropylamide; 

l:l-mixture of {1R, 5^3K(2S>-2-aminopropionyl)-7-{4-[3-(2,3,6-trifluoro- 
20 phenoxy)propyl]phenyl}-3^Hiiazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2- 
cbJorobenzyl)cyclopropylamide and {IS, 5^)-3K(2^-2-aniinopropionyl)-7-{4-[3- 
(2^ } 6-trifluoro-phenoxy)propyl]phenyl}-3,9-^iiazabicyclo[3.3.1]non-6-ene-6- 
carboxylic acid (2-chlorobenzyl)cyclopropylamide; 

25 {rac.)-{JR* 55*)-3-acetyl-7-{4-[2-(2,6-dicbloro-4-methylphenoxy)ethoxy]- 
phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxyUc acid cyclopropyi-(2,3- 
dichlorobenzyl)amide; 

{rac.)-{lR*. 5,y*)-3-acetyl-7-{4-[2-(2,6-dichloro-4-inethylphenoxy)ethoxy]- 
30 phenyl}-3 > 9-diazabicyclo[3.3.l]non-6-ene-6-caiboxylic acid cyclopropyK2,3- 
dimethylbenzyl)aiiiide; 



WO 03/093267 



107 



PCT/EP03/03721 



(rac.)-(lR* 5^3-acetyi-7-{4-[2K2,^ 

phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chioro-3- 
trifluon>methyl-ben2yl)cyclopropylamide; 

5 (racyVR* 55^3-acetyl-7-{4-[2-(2,6^cMoro-4-methylphenoxy)ethoxy]- 
phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-bromobenzyl)- 
cyclopropylamide; 

(rac.)-(lR* 55^-3-acetyl-7-{4-[2<2,6-dicWoro-4-methylphenoxy)ethoxy]- 
10 phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)- 
cyclopropylamide; 

(rac.)-( 1R * 5S*)-3-acetyl-7- {4-[2-(2,6-dichloro-4-methylphenoxy)ethoxy]- 

phenyl}-3,9-diazabicyclo[33.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)- 
15 ethylamide; 

(rac.y(lR* 5£^3-acetyl-7-{4-[2^ 

phenyl}-3,9-diaza-bicyclo[3.3.1]non-6-ene-6-caiboxylic acid (6-chlorobenzo- 
[l,3]dioxol-5-ylmethyl)cyclopropylamide; 

20 

(rac.y(lR\ 55^-3-acetyl-7-{4-[2^2,6^chloro-4-methylphenoxy)ethoxy]- 
phenyl}-3,9-diaza-bicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-(3 > 5- 
dimethoxybenzyl)amide; 

25 (rac.y(lR* 55*>3-acetyl"7-{4-[2-(2,6^cWoro^methylphenoxy)ethoxy]- 
phrayl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-(3- 
methoxybenzyl)amide; 



(rac.)-( 1R \ 5S*)-3-acetyl-7- {4-[2-(2-chloro-5-fluoropbenoxy)ethoxy]phenyl} - 
30 3 ,9-diazabicyclo[3 .3 . l]non~6-ene-6-carboxylic acid cyclopropyl-(2,3-dichloro- 
benzyl)amide; 
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(raa)-(JR * 5S*)-3-acetyl-7- {4^[2-(2-chloro-5-fluorophenoxy)ethoxy]phenyl} - 
3,9-diazabicyclo[3.3.1]non-6-ene-6-cari>oxylic acid (2-chloro-3 -trifluoro- 
methylbenzyl)cyclopropylamide; 

5 {rac.)-(lR*, JS*>3-acetyl-7- {4-[2<2,6Hlichloro-4-methylphenoxy)ethoxy]- 

phenyl} -3,9-diazabicyclo[3.3 . 1 ]non-6-ene-6-caiboxylic acid (3-chlorobenzyl> 
cyclopropylamide; 

(rac.)-(lR* 55*)-3-acetyl-7-{4-[2-(2,6^cUoro-4-methylphenoxy)ethoxy]- 
10 phenyl}-3,9-diazabicyclo[3.3. l]non-6-ene-6-caiboxylic acid cyclopropyl-(3- 
methylbenzyl)amide; 

(rac.y(JR*, J 1 S*>3-acetyl-7'{4-[2-(2,6KMchloro-4-methylphenoxy)ethoxy]- 
phenyl} -3,9-diazabicyclo[3.3 . 1 ]non-6-ene-6-carboxylic acid cyclopropyl-(2- 
15 £luoro-5-methoxybenzyl)amide; 

(rac.)-(JR* 5S*)-3-acetyl-7- {4-[2-(2-chloro-4,5-dimethylphenoxy)- 

ethoxy]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl- 
(2,3-dichlorobenzyl)amide; 

20 

(rac.)-(lR*, 5S*)-3-acetyl-7-{4-[3-(2-chloro-3,6-difluorophenoxy)propyl]- 
phenyl}-3,9-diazabicyclo[3.3.1]non-6-oie-6-carboxylic acid (2-chlorobenzyl>- 
cyclopropylamide; 

25 (rac.)-(lR * 5£*)-3-acetyl-7- {4-[2<2-chloro-4,5-dimethylphenoxy)ethoxy]- 

phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chloro-3- 
trifluoromethylben^l)cyciopropylamide; 



(rac.y(lR * 5.S*)-3-acetyl-7- {4-[2-(2,6-dichloro-4«methylphenoxy)ethoxy]- 

30 phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-(3,4- 
dimethoxybenzyl)amide; 
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(rac.)-(]R* J 1 S*>3>a<^tyl>7-{4-[2-(2,6-dicmoro^methylphenoxy)ethoxy]- 
phenyl} -3,9-diazabicyclo[3.3. l]non^-ene-6-carboxylic acid cyclopropyl-(3- 
trifluoromethoxybenzyl)amide; 

5 (rac.)-(lR* 55*>3-acetyl-7-{4-[2-(2A5-trichlorophenoxy)ethoxy]phenyl}-3,9^ 
diazabicyclo[3 3 . 1 ]non-6-ene-6-caiboxylic acid (2-cMoro-3-trifluoro- 
methylbenzyi)cyclopropylamide; 

(rac.)-(lR* 55*)-3-acetyl-7-{4-[2-(2,4,5-trichlorophenoxy)ethoxy]phenyl}-3,9- 
10 diazabicyclo-[33. l]non-6-ene-6-carboxylic acid cyclopropyl-(2,3- 

dichlorobenzyl)amide; 

(rac.y(lR* 55 , *>3-acetyl-7-{4-[2-(2,3-<Iichlorophenoxy)ethoxy]phenyl}-3,9- 
diazabicyclo[3 .3. 1 ]non-6-ene-6-carboxyIic acid cyclopropyl-(2,3-dimethyl- 
15 benzyl)amide; 

(rac.y(lR* 55*)-3-acetyl-7-{4.[2-(2,4,5-trichloropheiioxy)ethoxy]phenyl}-3,9- 
diazabicyclo-[3.3. l]non-6-ene-6-carboxylic acid cyclopropyl-(2,3- 

dimethylben2yl)amide; 

20 

{rac.y(lR*. 55*>3-acetyl-7-{4-[2-(2^Woro^,5-dimethylphenoxy)ethoxy]- 
phenyl}-3,9-diazabicyclo[3.3.1]non-6«ene-6-carboxylic acid cyclopropyl-(2 > 3- 
dimethylbenzyl)amide; 

25 (rac. y(lR *, 5iS*)-3-acetyl-7- {4-[2-(2-bromo-5-fluorophenoxy)ethoxy]phenyl} - 
3,9-diaza-bicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid cyclopropyl-(2,3- 
dichlorobenzyl)amide; 

(rac.y(lR * 5S*)-3-acetyl-7- {4-[2-(2-chloro-4,5-dimethylphenoxy)ethoxy]- 

30 phenyl}-3,9-diaza-bicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-bromobenzyl)- 
cyclopropylamide; 
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(raa)-(JU* 55*>3-acetyl-7-{4-[2-(2,3-dichlorophenoxy)ethoxy]phenyl}-3,9- 
diazabicyclo[3.3.1]non-6-ene-6-caiboxylic acid cyclopropyl-(2,3- 

dichlorobenzyl)amide; 

5 (rac)-(lR* JiS^3-acetyl-7-{4-[2K2-cMoro-5-fluorophenoxy)ethoxy]phenyl^ 
3,9-diazabicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid cyclopropyl-(2,3- 
dimethylbenzyl)amide; 

(rac.y(lR, 5S)-7- {4-[3-(2,3,6-trifluorophenoxy)propylphenyl} -3,9-diazabicyclo- 
10 [3.3.1]non-6-ene-6-caiboxylic acid (2-chlorobenzyl)cyclopropylamide; 

(rac)-(iS, 5R)-7- {^[S^S^-trifluorophenoxyJpropylphenyl} -3,9-diazabicyclo- 
[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropylamide. 

15 The compounds of general formula I and their pharmaceutical^ acceptable salts 
may be used as therapeutics e.g. in form of pharmaceutical compositions. They 
may especially be used in the treatment and/or prophylaxis of cardiovascular and 
renal diseases. Examples of such diseases are hypertension, coronary diseases, 
cardiac insufficiency, renal insufficiency, renal and myocardial ischemia, and 

20 renal failure. They can also be used to prevent restenosis after balloon or stent 
angioplasty, to treat erectile dysfunction, glomerulonephritis, renal colic, and 
glaucoma Furthermore, they can be used in the therapy and the prophylaxis of 
diabetic complications, complications of vascular or cardiac surgery or after organ 
transplantation, complications of cyclosporin treatment, as well as other diseases 

25 presently known to be related to the RAS. 

In another embodiment, the invention relates to a method for the treatment and/or 
prophylaxis of diseases which are related to the RAS such as hypertension, 
coronary diseases, cardiac insufficiency, renal insufficiency, renal and myocardial 
30 ischemia, and renal failure, which method comprises administrating a compound 
as defined above to a human being or animal. 
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The invention further relates to the use of compounds of general formula I as 
defined above for the treatment and/or prophylaxis of diseases which are 
associated with the RAS such as hypertension, coronary diseases, cardiac 
insufficiency, renal insufficiency, renal and myocardial ischemia, and renal 
5 failure. 

In addition, the invention relates to the use of compounds as defined above for the 
preparation of medicaments for the treatment and/or prophylaxis of diseases 
which are associated with the RAS such as hypertension, coronary diseases, 
10 cardiac insufficiency, renal insufficiency, renal and myocardial ischemia, and 
renal failure. 

The compounds of formula I may also be used in combination with one or more 
other therapeutically useful substances e. g. with other renin inhibitors, with ACE- 
15 inhibitors, with angiotensin-receptor antagonists, with diuretics, with calcium 
channel blockers, with endothelin receptors antagonists or with other drugs 
beneficial for the prevention or the treatment of cardiovascular events or renal 
insufficiency. 

20 All forms of prodrugs leading to an active component comprised by general 
formula I above are included in the present invention. 

The compounds of general formula I can be manufactured by the methods 
outlined below, by the methods described in the examples or by analogous 
25 methods. 

Preparation of the precursors: 

Precursors are compounds which were prepared as key intermediates and/or 
30 building blocks and which were suitable for further transformations in parallel 
chemistry. 
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Bicyclononanone A was prepared from (4-benzyl^ethoxycaibonyhnethyl-l^ 
methylpiperazin-2-yl)acetic acid ethyl ester (Patent Application WO92/05174) as 
described in Scheme 1. Derivative A might also be present as enol fonn. In order 
to allow a coupling at the 7-position of bicyclononane A with aryl bromides, the 
5 vinyl triflate derivative B was prepared. 

Scheme 1 




10 

The bromoaryi components can be prepared as described in Scheme 2. A 
Mitsunobu coupling (-> compounds of type C) or the alkylation of an alcohol with 
a benzylic chloride (or bromide, -> compounds of type D) are often the most 
convenient methods. Derivatives E and F were prepared in one step from l-(3- 

15 chloropropoxymethyl)-2-methoxybenzene (Vieira E. et aL, Bioorg. Med. Chem. 
Letters, 1999, P, 1397) or 3-(5-bromopyridin-2-yloxy)propan-l-ol (Patent 
Application WO 98/39328) according to these methods. Other methods for the 
preparation of ethers or thioethers, like a Williamson synthesis, migftt be used as 
well (see e.g. March, J, "Advanced Organic Chemistry,", 3 rd ed., John Wiley and 

20 sons, 1985). 
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Scheme 2 




5 As shown in Scheme 3, these bromoaryl derivatives might then be coupled to 
triflate B in the presence of Pd(PPh 3 ) 4 or a related Pd(0)-complex in order to 
obtain bicyclononenes G (for details see the corresponding examples). Protective 
group manipulation would lead to the bicyclononenes H, which can finally be 
reduced to the alcohol derivatives J. 



10 
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Scheme 3 




5 If R a is O-SEM and X is CH, in compounds of type J, the SEM-protecting group 
can be cleaved under slightly acidic conditions, while the Boc-protecting group 
remains untouched as illustrated in Scheme 4. The phenolic moiety of 
bicyclononene K might then be alkylated to bicyclononene L. This alkohol 
intermediate would be transformed into the ester M, and the Boc-protecting group 

10 can finally be cleaved to yield precursor N. 
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Scheme 4 




5 If X is N (Scheme 3), bicyclononenes of type J can be esterified to 
bicyclononenes O that can be deprotected to precursors P (Scheme 5). 

Scheme 5 




If, in alkohols J, X is CH (Scheme 6) and, for instance, R a is 0(CH 2 ) q OTBDMS 
or (CH 2 )qOTBDMS (Scheme 3), an esterification might lead to bicyclononenes Q 
(Scheme 6). Under acidic conditions, both the Boc- and the TBDMS-groups 
15 would be cleaved and the secondary amine might be acylated, sulfonated, or 
alkylated to yield precursors R. 
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Scheme 6 



HO 




N 



OH 



J 



pg' 



Q 



R 



5 



As illustrated in Scheme 7, the Boc-protecting group of bicyclononenes H might 
be cleaved and the resulting secondary amine acylated, sulfonated, or ^-alkylated 
to bicyclononenes S. Saponification of the ester would lead to precursors T. I£ 
for instance, R ft is 0(CH 2 )„OTBDMS or (CH 2 )nOTBDMS, the silyl ether might be 

10 cleaved simultaneously during the cleavage of the Boc-protecting group or during 
the saponification. The acid might be transformed into an amide to lead to 
precursors U. Alternatively, amides U can be prepared from bicyclononenes H 
through the acids V, with simultaneous cleavage of the silyl ether. Reaction of the 
acids V with amines might give the amides W that can be transformed into 

15 precursors U. The amines can be prepared according to the literature or as 
described in the experimental part. 



WO 03/093267 



117 



PCT/EP03/03721 



Scheme 7 




5 As illustrated in Scheme 8, the bicyclononenes S might be reduced to the 
corresponding alcohols X. The alcohol derivative X might then be oxidised to the 
aldehydes Y, which might transformed to the precursors Z by reductive 
amination. 
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Scheme 8 




5 As shown in Scheme 9, a compound of type H might also be saponified to a 
compound of type AA* After amide coupling to a derivative of type AB, removal 
of the Boc-group would yield a precursor of type AC. 

Scheme 9 

10 
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As illustrated in Scheme 10, a compound of type S might also be transformed into 
a compound of type AH that in turn can be saponified to a precursor of type AJ. 

Scheme 10 

5 




Alternatively precursors of type AJ might be prepared from bicyclononanone A, 
but using the benzyl ester instead of the ethyl ester, as illustrated in Scheme 11. 
10 After a transesterification to compound AM similar reactions as described here 
above would lead to compounds AN, AO,AP, AQ ,AR and finally AJ. 
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Scheme 11 




Scheme 12 



WO 03/093267 



121 



PCT/EP03/03721 



Sometimes it might be necessary to transform a substituent further after attaching 
it on the bicyclic template. For instance a compound of type AS, obtained by 
amide coupling from a compound of type AJ, might be transformed into a 
precursor of type AT, AU, or AV, as illustrated in Scheme 13. 

5 

Scheme 13 




10 As illustrated in Scheme 14 compounds of type H might be deprotected into 
compounds of type AW. This type of compounds might be then transformed into 
compounds of type AX and finally into compounds of type AY. Compounds of 
type AY might also be prepared from compounds of type AP. Compounds of 
type AY might be transformed into compounds of type AK. Compounds of type 

15 AK might be finally transformed into precurosrs of type AL. 
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5 Alternatively, as shown in Scheme 1 5, AX might be transformed into a compound 
of type BL, than might be then lead to a compound of type AJ. 
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Scheme 15 




5 As shown in Scheme 16 compounds of type H or S might be transformed into 
compounds of type AZ (the substituent at the N(3) position be L or Boc). Then 
compounds of type T might be obtained that might be then transformed into 
compounds of type BA. Finally precursors of type BB might be prepared. 

10 Scheme 16 




Also, as shown in Scheme 17, compounds of type AK might be transformed into 
precursors of type BC. 

15 
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Scheme 17 




5 Also, a compound of type S might be transformed into a compound of type BM, 
as shown in Scheme 18. A compound of type BM might be then saponified inot a 
precursor of type BN. 

Scheme 18 




Preparation of the secondary amines 

15 It might be necessary to prepare secondary amines as well. This might be done by 
reductive amination from the corresponding amine and aldehyde, or by amide 
coupling, from the corresponding amine and carboxylic acid, followed by 
reduction with LAH or borane. These standard procedures are well-described in 
the literature. (2-Allylphenyl)cyclopropylamine, necessary for instance in Scheme 

20 13, might be prepared by allylation of 2-bromobenzaldehyde, protected as an 
acetal; subsequent deprotection to the 2-allylbenzaldehyde and reductive 
amination would lead to the desired amine. 

Preparation of final compounds 
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From precursors prepared as described above, the final compounds can be 
prepared using parallel chemistry techniques. For the specific examples, see the 
experimental part. 

5 

Diazabicyclononenes of type of N can be acylated, or alkylated, or sulfonated, 
using standard procedures (Scheme 19), and then directly deprotected to yield the 
final compounds (for numbering, see specific examples). In each case, 
purification by preparative HPLC might give the corresponding TFA salts or 
10 formate salts. 



Scheme 19 




Precursors R, U or BB (with a D-substituent at the N(3>position) might be 
transformed into the corresponding aryl ethers (Scheme 20), using the Mitsunobu 
reaction conditions. After deprotection, the final compounds are obtained- 
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5 Precursors T, AJ or AV might be submitted to an amide coupling (Scheme 21). 
Deprotection would lead to the desired final compounds. 

Scheme 21 



10 




Compounds Z might be reacted with acylating (or sulfonating) reagents to lead to 
the corresponding amides (or sulfonamides) as well (Scheme 22). Deprotection 
would lead to the final compounds. 
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Scheme 22 



R 3 




5 Compounds of type AC or AL can be reacted as well with acylating, sulfonating 
or alkylating reagents (Scheme 23). After deprotection, the final compounds 
would be obtained. 

Scheme 23 

10 




Precursors of type BC might also lead to final compounds as indicated in Scheme 
24. 

15 

Scheme 24 
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10 



Enantioselective synthesis: 

The compounds of the present invention contain at least two chiral centers which, 
however, are not independent from each other. The synthetic methods presented 
so far might lead to racemates. Both enantiomers might be prepared selectively 
starting from a maso-bicyclononane derivative, like compound AD (Blount B. K., 
Robinson, IL, J. Chenu Soc> 1932, 2485) or AE, prepared similarly to compound 
A with a subsequent decarboxylation (Scheme 25). For instance, compound AE 
might be stereoselectively acylated to bicyclononane derivatives AF or AG as 
already described elsewhere for similar compounds (Majewski M., Lasny R., J. 
Org. CherrLy 1995, 60 y 5825). Similarly, the other enantiomer might be prepared. 



Scheme 25 




AD: R b = Me 
AE: R b = Boc 



AF: R b = Boc, R c = Me 
AG:R b = Boc,R c = Bn 



Finally precursor BK might be prepared as described in Scheme 26. 
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Scheme 26 




5 The compounds of formula I and their pharmaceutical^ acceptable acid addition 
salts can be used as medicaments, e. g. in the form of pharmaceutical preparations 
for enteral, parenteral, or topical administration. They can be administered, for 
example, perorally, e. g. in the form of tablets, coated tablets, dragtes, hard and 
soft gelatine capsules, solutions, emulsions or suspensions, rectally, e. g. in the 

10 form of suppositories, parenterally, e. g. in the form of injection solutions or 
infusion solutions, or topically, e. g. in the form of ointments, creams or oils. 

The production of pharmaceutical preparations can be effected in a manner which 
will be familiar to any person skilled in the art by bringing the described 
15 compounds of formula I and their pharmaceutical^ acceptable acid addition salts, 
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optionally in combination with other therapeutically valuable substances, into a 
galenical administration form together with suitable, non-toxic, inert, 
therapeutically compatible solid or liquid carrier materials and, if desired, usual 
pharmaceutical adjuvants. 

5 

Suitable carrier materials are not only inorganic carrier materials, but also organic 
earner materials. Thus, for example, lactose, corn starch or derivatives thereof, 
talc, stearic acid or its salts can be used as carrier materials for tablets, coated 
tablets, drag6es and hard gelatine capsules. Suitable carrier materials for soft 

10 gelatine capsules are, for example, vegetable oils, waxes, fats and semi-solid and 
liquid poyols (depending on the nature of the active ingredient no carriers are, 
however, required in the case of soft gelatine capsules). Suitable carrier materials 
for the production of solutions and syrups are, for example, water, polyols, 
sucrose, invert sugar and the like. Suitable carrier materials for injections are, for 

15 example, water, alcohols, polyols, glycerols and vegetable oils. Suitable carrier 
materials for suppositories are, for example, natural or hardened oils, waxes, fats 
and semi-liquid or liquid polyols. Suitable carrier materials for topical 
preparations are glycerides, semi-synthetic and synthetic glycerides, hydrogenated 
oils, liquid waxes, liquid paraffins, liquid fatty alcohols, sterols, polyethylene 

20 glycols and cellulose derivatives. 

Usual stabilizers, preservatives, wetting and emulsiiying agents, consistency- 
improving agents, flavour-improving agents, salts for varying the osmotic 
pressure, buffer substances, solubilizers, colorants and masking agents and 
25 antioxidants come into consideration as pharmaceutical adjuvants. 

The dosage of compounds of formula I can vary within wide limits depending on 
the disease to be controlled, the age and the individual condition of the patient and 
the mode of administration, and will, of course, be fitted to the individual 
30 requirements in each particular case. For adult patients a daily dosage of about 1 
mg to about 1000 mg, especially about 50 mg to about 500 mg, comes into 
consideration. 
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The pharmaceutical preparations conveniently contain about 1 - 500 mg, 
preferably 5 - 200 mg of a compound of formula I. 

5 The following examples serve to illustrate the present invention in more detail. 
They are, however, not intended to limit its scope in any manner. 



Examples 



10 General remarks 



The compounds were characterized at least by LC-MS and ! H-NMR. Only the 
LC-MS data are given here. 



15 Abbreviations 



AcCl Acetyl chloride 

ACE Angiotensin Converting Enzyme 

AcOH Acetic acid 

20 Ang Angiotensin 

aq. aqueous 

9-BBN 9-Borabicyclo[33. 1 ]nonane 

Bn Benzyl 

Boc ferf-Butyloxycarbonyl 

25 BSA Bovine serum albumine 

BuLi H-Butyllithium 

CDI 1 , 1 -Carbonyldiimidazol 

cone. concentrated 

DIBAL Diisobutylaluminium hydride 

30 DDPEA Diisopropylethylamine 

DMAP 4-iV;i\T-Dimethylaminopyridine 

DMF jy,N-Dimethylformamide 



WO 03/093267 



132 



PCT/EP03/03721 





DMSO 


Dimethylsulfoxide 




EDCHC1 


Ethyl-#,iV^dimethylaminopropylcarto hydrochloride 




EIA 


Enzyme immunoassay 




eq. 


equivalent 


5 


Et 


Ethyl 




EtOAc 


Ethyl acetate 




FC 


Flash Chromatography 




HOBt 


Hydroxybenzotriazol 




KHMDS 


Potassium hexamethyldisilazide 


10 


LAH 


Lithium aluminium hydride 




MeOH 


Methanol 




MPLC 


Medium Pressure Liquid Chromatography 




NMO 


JV-Methylmorpholine N-oxide 




org. 


organic 


15 


PG 


protecting group 




Ph 


Phenyl 




RAS 


Renin Angiotensin System 




RP18 


Reversed phase column, filled with Cjg hydrocarbon 




it 


room temperature 


20 


SEM 


TrimethyisUylethoxymethyl 




sol. 


Solution 




TBAF 


Tetra-n-butylammonium fluoride 




TBDMS 


re/t-Butyldimethylsilyl 




TBDPS 


terf-Butyldiphenylsilyl 


25 


tBuOH 


terf-Butanol 




tBuOK 


Potassium ter/-butylate 




Tf 


Trifluoromethylsulfonyl 




TFA 


Trifluoroacetic acid 




THF 


Tetrahydrofuran 


30 


TLC 


Thin Layer Chromatography 




TMAD 


T^^^Tetramethylazodicarboxamide 
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Preparation of the precursors 

(rac.y(lR* f 5,S*)-9-Methyl-7-oxo-3^ 
xylic acid 3-terf-butyl ester 6-ethyI ester (A) 

5 

(4-Benzyl-6-ethoxycarbonylmethy^ arid ethyl ester 

(Patent WO 92/05174) (71.0 g, 0.196 mol) was dissolved in MeOH (400 mL). 
TFA (77.8 mL, 1.02 mol) was added and the flask was purged with nitrogen. 
Pd/C (10%, 50% moisture, 3.6 g) was added. The flask was closed and purged 

10 with hydrogen (3x). After 1 day, the mixture was filtered through Celite and 
washed with MeOH. The solvents were removed under reduced pressure and the 
foamy residue (92.7 g) was dried under high vacuum. A sol. of tBuOK (1 17.2 g, 
1.04 mol) in toluene (3.07 L) was heated to reflux. A sol. of the crude piperazine 
formerly obtained, dissolved in THF (300 mL), was added dropwise over 50 min. 

15 The black mixture was stirred for 10 further min. and allowed to cool to rt The 
mixture was cooled to 0 °C and AcOH (36.6 mL, 0.635 mol) was added. The 
solvents were removed under reduced pressure. This crude material was 
suspended in CH 2 C1 2 (400 mL) and cooled to 0 °C. DIPEA (19.1 mL, 1 12 mmol) 
was added. A sol. of B0C2O (24.3 g, 113 mmol) in CH 2 C1 2 (200 mL) was added 

20 dropwise. The mixture was stirred for 1 h at 0 °C, then 1 h at rt. The mixture was 
washed with aq. 10% Na 2 C0 3 (2x). The org. extracts were dried over MgS0 4 , 
filtered and the solvents were evaporated under reduced pressure. The residue 
was purified by FC (EtOAc/heptane 1:1 -» EtOAc). The title compound was 
obtained as oil (24.5 g, 38%). R f = 0.05 (EtOAc/heptane 1:1) or 0.56 

25 (MeOH/CH 2 Ci 2 1 :9). LC-MS: R< = 2.94; ES+: 325.19. 

(rac.y{lR*, 5S*)-9-Methyl-7-trifluoro 

[3.3.1Jnon-6-ene-3,6-dicarboxylic acid 3-tert-butyl ester 6-ethyl ester (B) 

30 A sol. of bicyclononanone A (2.22 g, 6.80 mmol) in THF (50 mL) was cooled to 0 
°C and NaH (about 60% in mineral oil, 326 mg, about 8.2 mmol) was added. A 
gas evolution was observed. After 20 min, Tf 2 NPh (3.22 g, 9.00 mmol) was 
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added. 10 min later, the ice bath was removed. After 3 h, the sol. was diluted 
with EtOAc and washed with brine (Ix). The org. extracts were dried over 
MgS0 4 , filtered, and the solvents were removed under reduced pressure. 
Purification by FC (EtOAc/heptane 3:1 -> EtOAc) yielded the title compound as 
5 an oil (2.50 g, 80%). R f = 0.15 (EtOAc/heptane 1:1). LC-MS: Rt = 4.73; ES+: 
458.95. 

Compounds of type C 
10 3-(4-BromophenyI)prop-l-yl 2-chlorophenyl ether (CI) 

To a soL of 3-(4-bromophenyl)propan-l-ol (Glover S. A., et aL; Tetrahedron, 
1990, 46, 7247; 24.5 g, 0.114 mol) in toluene (600 mL) under nitrogen were 
added 2-chlorophenol (17.4 mL, 0.171 mmol), diisopropyl azodicarboxylate (33.1 

15 mL, 0.171 mol) and tri-w-butylphosphine (42.2 mL, 0.171 mol). The sol. was 
heated to reflux and stirred under reflux overnight. The sol. was allowed to cool 
to rt and the solvents were removed under reduced pressure. The residue was 
diluted in EtOAc and washed with aq. 1M HC1 (Ix) and aq. 1M NaOH (2x). The 
org. extracts were dried over MgS04, filtered and the solvents were removed 

20 under reduced pressure. Purification of the residue by FC (petroleum ether -> 
Et 2 0/petroleum ether 1:99 -> 1:19) led to the title compound (15.1 g, 41%). R f = 
0.70 (EtOAc/heptane 1:3). 

2-(4-Bromophenyl)eth-l-yl 23^-trimethylphenyl ether (C2) 

25 

A mixture of 2-<4-bromophenyl)ethanol (20.0 mL, 143 mmol), 2,3,5- 
trimethylphenol (31.1 g, 229 mmol), azodicarboxylic dipiperidide (72.1 g, 286 
mmol) and tributylphosphine (88 mL; 357 mmol) in toluene (2.00 L) was heated 
to reflux for 2 h. The mixture was allowed to cool to rt. The mixture was filtered, 
30 washed with toluene and the solvents were partially removed under reduced 
pressure. The residue was diluted with Et 2 0 and washed with aq. 1M NaOH (2x). 
The org. extracts were dried over MgS0 4 , filtered, and the solvents were removed 
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under reduced pressure. Purification of the residue by FC (petroleum ether -» 
Et 2 0/petroleum ether 1 :3) yielded the title compound (33.1 g> 73%). LC-MS: Rt = 
6.95. 

5 l-Bromo-4-[3-(2-metho^benzyI)propo^]benzene (E) 

4- Bromophenol (4.32 g, 25.0 mmol) and l-(3-chloropropoxymethyi)-2-methoxy- 
benzene (Vieira E., et al y Bioorg. Med CherrL Letters, 1999, P, 1397,4.88 g, 22.7 
mmoL) were dissolved in DMF (150 mL). Nal (1.50 g, 0.10 mmol) and CS2CO3 

10 (16.3 g, 50.0 mmol) were added. The mixture was heated to 80 °C and stirred for 
6 h, before it was allowed to cool to rt After dilution with EtOAc (600 mL) the 
mixture was washed with water (lx), aq. 1M NaOH (Ix). aq. 1M HC1 (Ix). The 
org. extracts were dried over MgSC>4 and filtered. The solvents were removed 
under reduced pressure. Purification of the residue by FC (Et20/petroleum ether 

15 1:9 -» 1:4) yielded the title compound (5.66 g, 71%). R f - 0.60 (Et 2 0/heptane 
1:1). 

5- Bromo-2-[3-(2-methoxybeii^loxy)propoxylpyridine (F) 

20 3<5-Bromopyridin-2-yloxy)propan-l-ol (Patent Application WO 98/39328, 
1.05 g, 4.51 mmol) was diluted at rt in DMF (24 ml) and the sol. cooled to 0 °C. 
NaH (55 - 65 weight % in mineral oil, 193 mg, 4.42 - 5.23 mmol) was added and 
the yellow mixture was stirred for 20 min. 2-Methoxybenzyl chloride (1.49 ml, 
10.7 mmol) was added and the solution was allowed to warm to rt and was stirred 

25 for 4 h. The mixture was quenched with ice and diluted with EtOAc (20 ml), 
washed with brine and water, dried over MgS04 and filtered. The solvents were 
evaporated under reduced pressure. Purification of the residue by FC (Et 2 0, 
heptane 1:39 — > 1:19) yielded the title compound (627 mg, 40 %) as an oil. R f « 
0.07 (Et 2 0 / heptane, 1:3). 

30 



Compounds of type G 
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(rac.y{lR* 5£>9-MethyI-7-[4-(^ 

3,9-diazabicydo[33.1]non-6-ene-3,6-dicarboxylic acid 3-terf-butyl ester 6- 
ethyl ester (Gl) 

5 A sol. of [2^4-bromophenoxyme^oxy)etiiyl]trime<hylsaane (Blass B. E., et al y 
Tetrahedron Lett., 2001, 42, 1611, 4.13 g, 13.6 mmol) in THF (30 mL) was 
cooled to -78 °C. BuLi (1.6 M in hexane, 9.1 mL, 14.6 mmol) was added The 
sol. was stirred at -78 °C for 30 min A sol. of ZnCl 2 , prepared from ZnCl 2 (2.23 
g, about 16.4 mmol) dried under high vacuum for 2 h at 140 °C and THF (35 mL), 

10 was added and the resulting sol. was allowed to warm up to rt- A sol. of 
bicyclononene B (2.50 g, 5.45 mmol) in THF ( 5 mL) and then Pd(PPh 3 ) 4 (157 
mg, 0.136 mmol) were added. After 10 min, the reaction mixture was heated to 
reflux. After 90 min, the reaction mixture was allowed to cool to rt and quenched 
with aq. 1M HC1. The mixture was diluted with EtOAc and washed with aq. 10% 

15 Na 2 C0 3 (lx). The org. extracts were dried over MgS0 4 and filtered. The solvents 
were removed under reduced pressure. Purification of the residue by FC 
(MeOH/CH 2 Cl 2 1:39 -> 1:24 -> 1:20) yielded the title compound as an oil (2.90 
g, 99%). R f - 0.39 (MeOH/CH 2 Cl 2 1:9). LC-MS: Rt = 4.35; ES+: 533.29. 

20 (rac.y(lR *, £S*>7-{4-[2-(tett-Butyld 

thyl-3^-diazabicyclo[33.1Jnon-6-ene-3,6-dicarboxylic acid 3-fcr*-butyl ester 
6-ethyl ester (G2) 

A sol. of [2-(4-bromophenyl)ethoxy]-ferr-butyldimethylsilane (Fuji K., et al, 
25 Tetrahedron Lett., 1990, 3i, 6553, 21.8 g, 69.1 mmol) in THF (250 mL) was 
cooled to -78 °C. BuLi (1.55M in hexane, 44.6 mL, 69.1 mmol) was added. The 
sol. turned temporarily orange, then yellowish. After 30 min, ZnCl 2 (1M in THF, 
70 mL, 70 mmol, prepared as described for Gl) was added. The sol. was allowed 
to warm up to rt. Vinyl triflate B (12.91 g, 28.2 mmol) dissolved in THF (20 mL), 
30 and Pd(PPh3)4 (600 mg, 0.519 mmol) were added. The sol. was stirred at rt for 90 
min and aq. 1M HC1 (1 mL) was then added. The mixture was diluted in EtOAc 
and washed with aq. 1M NaOH (lx). The org. extracts were dried over MgS0 4 , 
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filtered, and the solvents were removed under reduced pressure. Purification of 
the residue by FC (MeOH/CH 2 Cl 2 1:49 -> 1:24 -* 3:47 -> 2:25) yielded the title 
compound (10.91 g, 71%). R f = 0.65 (MeOH/CH 2 Cl 2 1:9). LC-MS: R< = 5.32; 
ES+: 545.49. 

5 

(rac.y(JR* 5iy^7.{4-[3K^-ButyldimethylsUanyloxy)propyI]phenyI}-9-nie- 
thyl-3,9-diazabicyclo[33.1]non-6-ene-3,6-dicarboxylic acid 3-totf-butyI ester 
6-ethyl ester (G3) 

10 A sol. of [3-(4-bromophenyl)propoxy]-rer/-butyldimethylsilane (Kiesewetter D. 

O., Tetrahedron Asymmetry, 1993, 4 y 2183, 22.60 g, 68.6 mmol) in THF (250 mL) 

was cooled to -78 °C. BuLi (1.55M in hexane, 44.3 mL, 68.6 mmol) was added. 

The sol. turned orange, then dark green. After 30 min, ZnCl 2 (1M in THF, 69 mL, 

69 mmol, prepared as described for G2) was added, whereas the sol. turned deep 
15 yellow. The mixture was allowed to warm up to rt. Vinyl triflate B (12.91 g, 28.2 

mmol) in THF (20 mL) and then Pd(PPh 3 )4 (600 mg, 0.519 mmol) were added. 

The mixture was stirred at rt for 90 min and aq. 1M HC1 (1 mL) was added. The 

mixture was diluted with EtOAc and washed with aq. 1M NaOH (lx). The org. 

extracts were dried over MgS(>4, filtered and the solvents were removed under 
20 reduced pressure. Purification of the residue by FC (MeOH/CH 2 Cl 2 1:49 1:24 

-» 3:47 -» 2:23) yielded the title product (10.76 g, 70%). Rf = 0.60 

(MeOH/CH 2 Cl 2 1:9). LC-MS: Rt = 4.95; ES+: 559.51. 

(rac.y(lR*, 5iS*>-7-{6-[3-(2-MethoxybenzyIoxy)propoxy)pyridin-3-yl} 
25 thyl-3,9-diazabicyclo[33.1]non-6-ene-3,6-dicarboxylic acid 3-lerT-butyl ester 
6-ethyl ester (G4) 

A sol. of bromopyridinyl derivative F (300 mg, 852 pmol) in THF (10 ml) was 
cooled to -78 °C. BuLi (1.55M in hexane, 0.580 ml, 889 /imol) was added and 
30 the mixture was stirred for 30 min. ZnCl 2 (1M in THF, 0.94 ml, 0.94 mmol, 
prepared as described for G2) was added and the reaction mixture was allowed to 
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warm up to rt. Vinyl triflate B (259 mg, 596 /anol) in THF (1 ml), was added, 
followed by Pd(PPh 3 ) 4 (20.4 mg, 16.6 ^mol). The mixture was refluxed for 2 h. 
The reaction was terminated upon addition of ice. After dilution with EtOAc (125 
ml), the reaction mixture was washed with 10% aq. Na 2 CC>3 and the org. extracts 
5 were dried over MgS0 4 and filtered. The solvents were evaporated under reduced 
pressure. Purification of the residue by FC (CH 2 Cl2/MeOH: 39:1 29:1 -» 
24:1 -> 19:1 -» 9:1) led to title compound (197 mg, 54%). R f = 0.35 
(ClfeCfe/MeOH 9:1). LC-MS: R, = 4.06; ES+: 582.78. 

10 (rac)-{lR*, 55*)-7-{4-[3-(2-Methorybenzyloxy)propoxyJphenyl}-9-methyI- 
3^-diazabi<yclo[33.1]non-6-ene-3,6-dicarboxylic acid 3-/<r#*-butyl ester 6- 
ethyl ester (G5) 

A sol. of bromophenyl derivative E (5.60 g, 15.9 mmol) in THF (50 mL) was 
15 cooled to -78 °C. BuLi (1.55M in hexane, 10.3 mL, 15.9 mmol) was added. The 
sol. was stirred at -78 °C for 30 min and ZnCl 2 (1M in THF, 17.5 mL, 17.5 mmol, 
prepared as described for G2) was added. After warming up to rt, a sol. of vinyl 
triflate B (3.63 g, 7.90 mmol) in THF (5 mL), followed by Pd(PPh 3 ) 4 (205 mg, 
0.177 mmol), were added. The mixture was heated to reflux while turning black. 
20 After 1 h, the reaction mixture was allowed to cool to rt. Ice was added and the 
mixture was diluted in EtOAc. The org. extracts were washed with aq. 1M NaOH 
(lx) and dried over MgS0 4 . The solvents were removed under reduced pressure. 
Purification of the residue by FC (MeOH/CH 2 Cl 2 1 :49 3:97 -» 1 :24 -> 1:19 -> 
1:9) yielded the title compound (4.57 g, 99%). R f = 0.50 (MeOH/CH 2 Cl 2 1:9). 
25 LC-MS: Rt - 4.17; ES+: 581 .60. 

(rac)-(JR*, 55*)-7-{4-[3-(2-CbJoropheDory)propyl]pbenyl}-9-methyl-3^-di- 
azabicyclo[33.1Jnon-6-ene-3,6-dicarborylic acid 3-fer/-butyI ester 6-ethyI 
ester (G6) 

30 

A sol. of bromophenyl derivative CI (16.0 g, 49.0 mmol) in THF (700 mL) was 
cooled to -78 °C. BuLi (1.55M in hexane, 34.8 mL, 54.0 mmol) was added. The 
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sol. was stirred at -78 °C for 30 min and ZnCfe (1M in THF, 54.0 mL, 54.0 mmol, 
prepared as described for G2) was added. After warming up to rt, a sol. of vinyl 
triflate B (15.0 g, 32.7 mmol) in THF (50 mL), followed by Pd(PPh 3 ) 4 (945 mg, 
0.818 mmol), were added. The sol. was heated to reflux. After 30 min, the 
5 reaction mixture was allowed to cool to it. Ice was added and the mixture was 
diluted in EtOAc. The org. phase was washed with aq. 1M NaOH (Ix) and dried 
overMgSOi*. The solvents were removed under reduced pressure. Purification of 
the residue by FC (MeOH/CH 2 Cl 2 1:49 3:97 -> 1:24 -> 1:19 -» 1:9) yielded 
the title compound (10.5 g, 58%). LC-MS: Rt = 4.41; ES+: 555.13. 

10 

(raa)-(lR*, 55>7-{4-[2^/e/*-Butyldim^ 

methyl-3^-diazabiqrcIo[33.1]non-6-ene-3,6-dicarboxyIic acid 3-/er/-butyl 
ester 6-ethyl ester (G7) 

15 BuLi (1.6 M in hexane, 218 mL, 350 mmol) was added to a sol. of [2-(4-bromo- 
phenoxy)ethoxy]-/^r/-butyldimethylsilane (Morita, C; et aLaL; Heterocycles, 
2000, 52, 1 163; 129 g, 342 mmol) in THF (1.0 L) at -78 °C. The mixture was 
stirred for 1 h at -78 °C, and ZnCl 2 (1M in THF, 400 mL, 400 mmol, prepared as 
described for G2) was added. The mixture was allowed to warm up to rt. 

20 Bicyclononene B (78.4 g, 171 mmol) and Pd(PPh 3 ) 4 (4.94 g, 4.28 mmol) were 
added. The mixture was heated to reflux for 0.5 h, and was allowed to cool to rt 
Aq. 1M HC1 (2 mL) was added. The mixture was diluted with EtOAc (2 L) and 
washed with aq. 1M NaOH (750 mL). The aq. extracts were extracted back with 
EtOAc (lx). The combined org. extracts were dried over MgS0 4 , filtered, and the 

25 solvents were removed under reduced pressure. Purification of the residue by FC 
(MeOH/CH 2 Cl 2 1:49 1:24 -» 3:47 -> 2:23) yielded the title compound (87.7 g, 
91%). Rf= 0.60 (MeOH/CH2C12 1:9). LC-MS: Rt ~ 4.74; ES+: 561.41. 

{rac)-(lR*, 5^>7-{4-[2-(ter/-Butyldiphenylsaanyloxy)ethyIlphenyl}-9- 
30 methyl-3,9-diazabicyclo[33.1]non-6*ene-3,6-dicarboxylic acid 3-ter*-butyl 
ester 6-ethyl ester (G8) 
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BuLi (1-5 M in hexane, 13.4 mL, 20 mmol) was added to a sol. [2-(4-bromo- 
phenyl)ethoxy]-/err-butyldiphenylsaane (8.79 g, 20.0 mmol, prepared from 2-(4- 
bromophenyl)ethanol, TBDPS-C1 and imidazol in DMF) in THF (40 mL) at -78 
°C. The mixture was stirred for 30 min at -78 °C, and ZnCl 2 (1M in THF, 24 mL, 

5 24 mmol, prepared as described for G2) was added. The mixture was allowed to 
warm up to rt Bicyclononene B (3.67 g, 8.00 mmol) and Pd(PPh 3 ) 4 (231 mg, 0.20 
mmol) were added The mixture was heated to 40 °C for 40 min, and was allowed 
to cool to rt Aq. 1M HC1 (2 mL) was added. The mixture was diluted with 
EtOAc and washed with aq. 1M NaOH. The aq. extracts were extracted back with 

10 EtOAc (lx). The combined org. extracts were dried over MgSC>4, filtered, and the 
solvents were removed under reduced pressure. Purification of the residue by FC 
(MeOH/CH 2 Cl 2 1:49 -> 1:24 -> 3:47 2:23) yielded the title compound (4.32 g, 
81%). LC-MS: R*= 1.06; ES+: 669.49. 

is Compounds of type H 

{rac.y{lR*, 55*>7-I4K2-TrimethyIsilanylethoxymethoxy^ 
cyclo[33.11non^-ene-3,6^-tricarboxylic acid 3-tertf-butyl ester 6-ethyl ester 
9-(2^^-trichloro-14"dimethyIethyI) ester (HI) 

20 

p,p,(5_TricMoro-te/*-butyl chlorofonnate (6.60 g, 27.5 mmol) was added to a sol. 
of bicyclononene Gl (2.93 g, 5.50 mmol) in 1,2-dichloroethane (60 mL). The sol. 
was heated to reflux. After 3 h, the reaction mixture was allowed to cool to rt, and 
the solvents were removed under reduced pressure. Purification of the residue by 
25 FC (EtO Ac/heptane 1 :4 -> 1 :3 -» 2:3 1 : 1) yielded the title compound as an oil 
(3.31 g, 83%). R f =0.52 (EtOAc/heptane 1:1). LC-MS: Rt = 7.40; ES+: 742.52. 

(racHJR*, 5£*)-7-{4-[2-(terf-Butyl^ 

azabicyclo[33.1]non-6-ene-3,6,9-tricarboxylic acid 3-terf-butyl ester 6-ethyl 
30 ester 9-(2^2^-trichIoro-l,l-dimethylethyl) ester (H2) 
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As for the preparation of compound HI, from bicyclononene G2 (10.91 g, 20.0 
mmol), P,p,P-trichIoro-te/*-butyl chloroformate (24.0 g, 100 mmol), and 1,2- 
dichloroethane (210 mL). Purification of the residue FC (EtOAc/heptane 1:9 -» 
1:4 ->2:3) yielded the title compound (13.75 g; 94%). Rf = 0.64 (EtOAc/heptane 
5 1:1). LC-MS: R< = 7.66; ES+: 755.37. 

(rac.y{lR * 5S*>7-{4-[3-(ter^ButyIdime^ 

azabicycIo[33.1]non-6-ene-3,6,9-tricarbo3ylic acid 3-terf-butyl ester 6-ethyl 
ester 9-(2^^-trichloro-l,l-dimethylethyl) ester (H3) 

10 

As for the preparation of compound HI, from bicyclononene G3 (10.96 g, 19.6 
mmol), p,p,P-trichloro-/er/-butyl chloroformate (23.5 g, 98.1 mmol), and 1,2- 
dichloroethane (210 mL). Purification of the residue by FC (EtOAc/heptane 1:9 
-> 1:4 2:3) yielded the title compound (13.50 g, 92%). Rf = 0.58 
15 (EtOAc/heptane 1:1). LC-MS: R* = 7.79; ES+: 769.49. 

(rac)-(lR* 9 5S*)-7-{6-[3-(2-Methoxyben2yto 

azabicyclo[33,l]non-6-ene-3,6^-tricarboxylic acid 3-tert-butyl ester 6-ethyl 
ester 9-(2^^-trichloro-l,l-dimethylethyl) ester (H4) 

20 

As for the preparation of compound HI, from bicyclononene G4 (373 mg, 0.642 
mmol), P,0,p-trichloro-ter/-butyl chloroformate (770 mg, 3.11 mmol), and 1,2- 
dichloroethane (8 mL). Purification of the residue by FC (EtOAc/heptane 1:9 -» 
1:4 -> 1 :3) yielded the title compound (382 mg, 77%). R f = 0.47 (EtOAc/heptane 
25 1:1). LC-MS: R t - 7.14; ES+: 770.50. 

(rac.y-(lR*, 5.y*)-7-{4-[3-05-Methoxybenzyloxy)propoxylphenyl}-3^-diazabi- 
cyc!o[3.3.1)non-6-ene-3,6,9-tricarboxylic acid 3-tert-butyl ester 6-ethyl ester 
9-(2 9 2^-trichloro-l,l-dimethylethyI) ester (H5) 

30 

As for the preparation of compound HI, from bicyclononene G5 (4.57 g, 7.87 
mmol), p,P,p-tricMoro-terf-butyl chloroformate (9.44 g, 39.4 mmol), and 1,2- 
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dichloroethane (100 mL). Purification of the residue by FC (EtOAc/heptane 1:9 
-» 1:4 -> 1:1) yielded the title compound (5.35 g, 88%). R f = 0.46 
(EtOAc/heptane 1:1). 

5 {rac.y{lR*, 55*>7-{4-[3^2-Chlorophenoxy)propyl)phenyl}-3,9-diazabicyclo- 
[33.1]non-6-ene-3,6,9-tricarboxylic acid 3-terf-bntyl ester 6-ethyl ester 9- 
(2^;2-trichloro-l,l-dimethylethyI) ester (H6) 

As for the preparation of compound HI, from bicyclononene G6 (10.51 g, 18.9 
10 mmol), p,p,p-trichloro-rerr-butyl chlorofonnate (22.7 g, 94.7 mmol), and 1,2- 
dichloroethane (350 mL). Purification of the residue by FC (EtOAc/heptane 1:8 
-> 1:4 -> 1:1) yielded the title compound (12.5 g, 88%). 

(racjy(lR* f 55*>7-{4-l2-(ter/-Butyldimethylsaanyloxy)ethoxylphenyI}-3^- 
15 diazabicyc!o[33.1]non-6-ene-3,6^-tricarboxyIic acid 3-/e/t-butyI ester 6-ethyl 
ester 9-(2^^-trichloro-l ) l-dimethyIethyl) ester (H7) 

As for the preparation of compound HI, from bicyclononene G7 (87.7 g, 156 
mmol), p,p,P-trichloro-/erf-butyl chlorofonnate (188 g, 784 mmol), and 1,2- 
20 dichloroethane (1.75 L). Purification of the residue by FC (EtOAc/heptane 1:19 
-> 1 :3) yielded the title compound (1 1 1 g, 95%). R f = 0.75 (EtOAc/heptane 1:1). 
LC-MS:R< = 7.84. 

{rac.y{lR* 9 5^*)-7-{4-{2-(/err-Butyldiphenylsilanyloxy)ethyl]phenyI}-3^- 
25 diazabicyclo[3»3.1]non-6-ene-3 9 6,9-tricarboxylic acid 3-/erf-butyI ester 6-ethyl 
ester 9-(2^^-trichloro-l,l-dimethylethyl) ester (H8) 

As for the preparation of compound HI, from bicyclononene G8 (4.32 g, 6.46 
mmol), p,p,p-tricMoro-ter/-butyl chlorofonnate (7.75 g, 32.3 mmol), and 1,2- 
30 dichloroethane (100 mL). Purification of the residue by FC (EtOAc/heptane 1:19 
-> 1:3) yielded the title compound (4.97 g, 90%). Rf = 0.75 (EtOAc/heptane 1:1). 
LC-MS:R<=1.35. 
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Compounds of type J 

(rac}-(lR*, 5£*)-6-Hydroxymethyl-7-[4-(2-t™ 
5 phenyI]-3,9-diazabicycIo[33.1]non-6-ene-3, 9-dicarboxylic acid 3-tatf-butyl 
ester 9-(2^^-trichloro-l,l-dimethyIethyI) ester (Jl) 

A sol. of bicyclononene HI (331 g, 4,58 mmol) in CH 2 C1 2 (60 mL) was cooled to 
-78 °C. DIBAL (1M in toluene, 10.1 mL, 10.1 mmol) was added. The sol. was 

10 stirred for 30 min at -78 °C and was then allowed to warm slowly. DIBAL (5 
mL) was added again after 1.5 h (-65 °C). Later, DIBAL was added successively 
in 5 mL-portions until TLC displayed no more starting material. Ice and water 
were then added at -50 °C. The cold bath was removed and the mixture warmed 
slowly to rt. More CH 2 C1 2 was added and the mixture was washed with aq. 1M 

15 HC1. The aq. phase was extracted with CH 2 C1 2 (lx) and the combined org. 
extracts were dried over MgSCU- After filtration and evaporation of the solvents 
under reduced pressure, the residue was purified by FC (EtOAc/heptane 1 :4 -> 1 :3 
2:3) to yield the title compound as an oil (1.89 g, 60%). R f = 0.50 
(EtOAc/heptane 1:1). LC-MS: Rt =- 7.08; ES+: 661.38, 702.83. 

20 

(rac.y(lR*, 5iS*)-7-{4-2^te/*-Butyldm^ 

xymethyI-3^-diazabicyclo[33,l]non-6-ene-3^-dicarboxylic acid 3-terf-butyI 
ester 9-(2^^-trichloro-l,l-dimethylethyI) ester (J2) 

25 To a sol. of bicyclononene H2 (1.57 g, 2.32 mmol) in CH 2 C1 2 (40 mL) at -78 °C 
DIBAL (1M in toluene, 5.80 mL, 5.80 mmol) was added. The sol. was stirred at 
-78 °C for 1 h. Ice was added, and the mixture was allowed to warm up to rt. 
More CH 2 C1 2 was added and the org. extracts were washed with aq. 1M HC1 (lx), 
dried over MgSC>4 and filtered. The solvents were removed under reduced 

30 pressure. Purification of the residue by FC (EtOAc/heptane 1:3) yielded the title 
compound (868 mg, 59%). LC-MS: Rt = 7.38; ES+: 715.48. 
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{racYilR*, 55*>7-{4-[3-(/e'*-ButyIdimethyIsaanyloxy)propylJplienyl}-6-hy- 
droxymethyl-3^-diazabicyclo[33.1]non-6-ene-3^-dicarboxyIic acid 3-tert- 
bntyl ester 9^2^^-trichloro-l,l-dimethylethy0 ester (J3) 

5 A sol. of bicyclononene H3 (2.39 g, 3.20 mmol) in CH 2 C1 2 (55 mL) was cooled to 
-78 °C. DIBAL (1M in toluene, 8.00 mL, 8.00 mmol) was added and the mixture 
was stirred at -78 °C for 1 h. Ice was added, and the mixture was allowed to warm 
up to rt More CH 2 C1 2 was added and the org. extracts were washed with aq. 1M 
HC1 (lx), dried over MgS0 4 and filtered. The solvents were removed under 

10 reduced pressure. Purification of the residue by FC (EtOAc/heptane 1:3) yielded 
the title compound (1.34 g, 59%). LC-MS: R, - 7.59; ES+: 727.54. 

(rac)-(lR*, 55'*)-6-HydroxymethyN7-{6-[3-(2-methoxyben2yloxy)propoxyl- 
pyridin-3-yl>-3,9-diazabicyclo[33.1)non-6-ene-3,9-dicarboxylic acid 3-tert- 
1 5 butyl ester 9-(2,2,2-trichIoro-l,l-dimethylethyl) ester (J4) 

A sol. of bicyclononene H4 (345 mg, 0.447 mmol) in CH 2 C1 2 (10 mL) was cooled 
to -78 °C. DIBAL (1M in toluene, 1.92 mL, 1.92 mmol) was added. The mixture 
was stirred at -78 °C for 1 h and again two portions of DIBAL (0.50 mL, 0.50 

20 mmol) were added successively. After 2 h, ice was added. The mixture was 
allowed to warm up to rt and was diluted with more CH 2 C1 2 . The org. extracts 
were washed with aq. 10% NazCOa (2x), dried over MgS0 4 and filtered. The 
solvents were removed under reduced pressure. Purification of the residue by FC 
(EtOAc/heptane 1:4 -> 1:3 -> 2:3 -> 3:1) yielded the title compound (122 mg, 

25 37%). Rr = 0.36 (EtOAc/heptane 1:1). LC-MS: R< = 6.51; ES+: 728.49. 

{racyilR *, 5S*y 6-Uy droxymethyl-7-(4-hydroxyphenyl>3^-diazabicyclo- 
l33.1]non-6-ene-3,9-dicarb©xylic acid 3-ferf-butyl ester 9-(2,2,2-trichloro-l,l- 
dimethylethyl) ester (K) 

30 

To a sol. of bicyclononene Jl (1.89 g, 2.79 mmol) in THF/MeOH (1:1, 20 mL), a 
sol. of cone. H 2 SQ 4 (0.100 mL) in MeOH (10 mL) was added. The mixture was 
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stirred for 3 h at rt The reaction mixture was diluted with EtOAc, washed with 
brine (Ix) and aq. sat NaHCCb (lx). The org. extracts were dried over MgS0 4 
and filtered. The solvents were removed under reduced pressure. Crystallization 
of the residue from EtO Ac/heptane led to the title compound (1.03 g, 67%). Rf = 
5 0.14 (EtOAc/heptane 1:1). LC-MS: Rt = 5.17; ES-: 547.06. 

(rac.)-(lR*, 55*)-6-Hydroxymethyl-7-{4-[3-(2-methoxybenzyloxy)propoxyl^ 
phenyl}-3^nlia2abieyclo[33-l]non-6-ene-3,9--dicarboxylic acid 3-tert-butyl 
ester 9-(2^^-trichloro-l,l-dimethylethyl) ester (L) 

10 

To a sol. of bicyclononene K (1.03 g, 1.87 mmol) in DMF (20 mL) were added 
Nal (280 mg, 1.87 mmol), Cs 2 C0 3 (609 mg, 1.87 mmol) and then l-(3- 
chloropropoxymethyl)-2-methoxybenzene (Vieira E., et al 9 Bioorg. Med. Chem. 
Letters, 1999, P, 1397, 400 mg, 1.87 mmol). The mixture was stirred at 100 °C. 

15 After 1.5 h, another portion of CS2CO3 (609 mg, 1.87 mmol) and l-(3- 
cMoropropoxymethyl)-2-methoxybenzene chloride (400 mg, 1.87 mmol) were 
added to complete the reaction. After 1 .5 h later, the mixture was allowed to cool 
to rt and diluted with EtOAc. The org. extracts were washed with brine (lx). Hie 
org. extracts were dried over MgS0 4 and filtered. The solvents were removed 

20 under reduced pressure. Purification of the residue by FC (EtO Ac/heptane 1 :4 -> 
1:3 -> 2:3) yielded the title compound (1.00 g, 73%). R* = 0.35 (EtO Ac/heptane 
1:1). LC-MS: R< = 6.54. 

{rac.y(lR*, 55*)-7-{4-[3K2-Methoxybenzyloxy)propoxylphenyI}-6-[2-(2-me- 
25 thoxyphenyl)acetoxymethyIJ-3,9-di^^ 

boxylic acid 3-terf-butyI ester 9-(2,2^trichloro-l,l-dimethylethyl) ester (M) 

To a sol. of bicyclononene L (500 mg, 0.687 mmol) in CH2CI2 (10 mL) were 
added (2-methoxyphenyl)acetic acid (206 mg, 1.37 mmol), DMAP (cat. amount), 

30 DIPEA (0.230 mL, 1.34 mmol) and EDOHC1 (134 mg, 0.700 mmol). The sol. 
was stirred at rt for 90 min, when a second portion of DIPEA (0.100 mL, 0.584 
mmol) was added. After 3 h, the reaction mixture was diluted in more CH2CI2 
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and washed with water (lx). The org. extracts were dried over MgS0 4 , filtered, 
and the solvents were removed under reduced pressure. Purification of the residue 
by FC (EtOAc/heptane 1:4 1:3 -> 2:3) yielded the title compound (495 mg, 
82%). Rf = 0.42 (EtOAc/heptane 1:1). LC-MS: Rt = 7.33; ES+: 897.33. 

5 

(rac)-(lR*, 5S*)-7-{4-[3^2-Methoxybenzyloxy^ 
thoxyphenyI)acetoxymethyl]-34)Miia^^ 

acid 2^2^S-trichloro-l,l-dimethylethyl ester hydrochloride salt (N) 

10 A mixture of CH 2 C1 2 (3 roL) and HCl/dioxane (4M, 1 mL) was slowly added to 
bicyclononene M (495 mg, 0.585 mmol) in an ice bath. The resulting sol. was 
stirred at 0 °C. After 1 h, HCl/dioxane (4M, 0.5 mL) was added, and 1 h later the 
ice bath was removed. After 75 min, the solvents were removed under reduced 
pressure and the residue dried under high vacuum. The resulting foam was 

15 estimated to contain about 80% of the title compound according to LC-MS and 
was used without further purification. LC-MS: Rt = 4.97; ES+: 774.97. 

(rac.y{lR*, 5£*)-6-[2^2-MethoxyphenyI)a^ 
benzyIoxy)propoxyJpyridm-3-yI}-3^ 
20 boxylic acid 3-terf-butyl ester 9-(2^^-trichloro-l,l-dimethylethyI) ester (O) 

To a sol. of bicyclononene 34 (122 mg, 0.167 mmol) in CH2CI2 (5 mL) were 
added (2-methoxyphenyl)acetic acid (50 mg, 0.328 mmol), DIPEA (0.126 mL, 
0.740 mmol), DMAP (cat. amount) and EDCHC1 (34 mg, 0.173 mmol). The 
25 mixture was stirred at rt for 3 h, then diluted in CH2CI2, and washed with washed 
with water (lx). The org. extracts were dried over MgSC>4 and filtered. The 
solvents were removed under reduced pressure. Purification of the residue by FC 
(EtOAc/heptane 1:4 1:3 -> 2:3 -> 1:1) yielded the title compound (108 mg, 
74%). LC-MS: Rt = 7.34; ES+: 876.54. 

30 
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(rac)-{lR*, 5£*)-7-{6-[3-(2-Methoxybenzyl^^ 
methoxyphenyI)acetoxymet^ 

acid 2^2^-trichloro-l,l-duncthylethyl ester dihydrochloride salt (P) 

5 Bicyclononene O (114 mg, 0.130 mmol) was dissolved in CH 2 C1 2 (2 mL). The 
sol. was cooled to -40 °C and 4M HCl/dioxane (2 mL) was added. The sol. was 
stirred for 50 min while wanning up slowly to 0 °C and then stirred for 1.5 h at 0 
°C. The solvents were rapidly removed under reduced pressure. The residue was 
dried under high vacuum to give the title compound (156 mg) as a foam that was 

10 used without further purification. LC-MS: Rt - 4.86; ES+: 776.48. 

Compounds of type Q 

(rac.y(lR* 55*)-7-{4-[2^/<?#*-But 
15 methoxyphenyl)acetoxymethyl]-3^^iazabicyclo[33-l]non-6-ene-3,9-dicar- 
boxylic acid 3-ter#-butyl ester 9-(2^^-trichloro-l,l-dimethyIethyl) ester (Ql) 

To a sol. of bicyclononene 32 (868 mg, 1.25 mmol) in CH 2 C1 2 (20 mL) were 
added (2-methoxyphenyl)acetic acid (343 mg, 2.06 mmol), DIPEA (0.652 mL, 

20 3.81 mmol), DMAP (cat. amount), and EDOHC1 (201 mg, 1.05 mmol). The 
mixture was stirred at rt for 1 h and EDC HC1 (73 mg, 0.38 mmol) and DIPEA 
(0.163 mmol, 0.952 mmol) were added again. After 30 min. the reaction mixture 
was diluted with CH 2 C1 2 , washed with aq. 1M HC1 (lx), and aq. sat NaHC0 3 
(lx). The org. extracts were dried over MgS04 and filtered. The solvents were 

25 removed under reduced pressure. Purification of the residue by FC 
(EtOAc/heptane 1:3) yielded the title compound (948 mg, 90%). LC-MS: Rt = 
7.98; ES+: 861.51. 

(rac)-(JR*, 55*)-7-{4-[3^r/-Butyldimethybaanyloxy)propyl]phenyl}^[2- 
30 (2-methoxypheny0acetoxymethyll-3^--diazabicyclo[33.1Jnon-6-ene-3,9--dicar- 
boxylic acid 3-tert-butyl ester 9-(2^^-trichIoro-l,l-dimethylethyl) ester (Q2) 
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To a sol. of bicyclononene J3 (1.34 g, 1.90 mmol) in CH 2 C1 2 (30 mL), were added 
2-methoxyphenylacetic acid (633 mg, 3.81 mmol), DIPEA (0.652 mL, 3.81 
mmol), DMAP (cat amount), and EDCHC1 (402 mg, 2.09 mmol). The sol. was 
stiiied at rt for 1 h and EDC HC1 (73 mg, 0.38 mmol) and DIPEA (0.163 mmol, 
5 0.952 mmol) were added again. After 30 min., the reaction mixture was diluted 
with CH 2 C1 2 , washed with aq. 1M HC1 (lx) and aq. sat NaHC0 3 (lx). The org. 
extracts were dried over MgS0 4 and filtered. The solvents were removed under 
reduced pressure. Purification of the residue by FC (EtOAc/heptane 1 :3) yielded 
the tide compound (1.47 g, 90%). LC-MS: R« = 8.17; ES+: 875.53. 

10 

Compounds of type R 

(rac.y(lR*, 55*)-3-Acetyl-7-[4-(2-hydroxyethyl)phenyll-6-l2-(2-methoxy- 
phenyl)acetoxymethyll-3^-diazabicyclo[33.11non-6-ene-9-carboxylic acid 
15 2^^-trichloro-l,l-dimethylethyl ester (Rl) 

Bicyclononene Ql (948 mg, 1.13 mmol) was dissolved in CH 2 C1 2 (20 mL). The 
sol. was cooled to 0 °C and 4M HCl/dioxane (20 mL) was added. After 2.25 h the 
solvents were rapidly removed under reduced pressure, and the residue was 

20 immediately dried under high vacuum. The resulting foam was then dissolved in 
THF (55 mL) and cooled to -78 °C. DEPEA (0.774 mL, 4.51 mmol) and DMAP 
(cat amount) were added, followed by the addition of acetyl chloride (0.064 mL, 
0.91 mmol). After 2.5 h at -78 °C, MeOH (20 mL) was added, and the reaction 
mixture was allowed to warm to rt. The reaction mixture was diluted in EtOAc, 

25 washed with aq. 1 M HC1 (lx), and the org. extract were dried over MgS0 4 and 
filtered. The solvents were removed under reduced pressure. Purification of the 
residue by FC (EtO Ac/heptane 1:2) yielded the title compound (651 mg, 55%). 
LC-MS: R« = 5.47; ES+: 689.05. 

30 (rac}-(lR*, 5^*)-3-AcetyN7-[4-(3-hydroxypropyl)phenyl]-6-[2-(2-methoxy- 
phenyI)acetoxymethyl]-34»-diazabicycIo[33.1Jnon-6-ene-9-carboxylic acid 
2^^-trichloro-l,l-dimethylethyI ester (R2) 
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To a sol. of bicyclononene Q2 (1.47 g, 1.72 mmol) in CH 2 C1 2 (25 mL), 4M 
HCl/dioxane (25 mL) was added at 0 °C. After 2.25 h at 0 °C the solvents were 
rapidly removed under reduced pressure, and the residue was immediately dried 

5 under high vacuum. The resulting foam was then dissolved in THF (75 mL) and 
cooled to -78 °C. DIPEA (1-18 mL, 6.88 mmol) and DMAP (cat amount) were 
added, followed by slow addition of acetyl chloride (0.098 mL, 1.38 mmol). After 
2.5 h at - 78 °C MeOH (80 mL) was added, and the reaction mixture was allowed 
to warm up to rt After dilution with EtOAc, the mixture was washed with aq. 1 

10 M HC1 (lx) and the org. extracts were dried over MgS0 4 and filtered. The 
solvents were removed under reduced pressure. Purification of the residue by FC 
(EtOAc/heptane 1 :2) yielded the title compound (651 mg, 55%). 

Compounds of type S 

15 

{rac}-{lR*, 5S*>3-Acetyl-7-{4-PK2-meto^ 

diazabicycloI33.1]non-6-ene-6^-dicarboxyUc acid 6-ethyI ester 9-(2,2,2- 
trichIoro-l,l-dimethylethyI) ester (SI) 

20 A soL of bicyclononene H5 (5.35 g, 6.95 mmol) in CH 2 C1 2 (30 mL) was cooled to 
0°C. 4M HCl/dioxane (30 mL) was added. The sol. was stirred at 0 °C for 3.5 h, 
the solvents were removed under reduced pressure and the residue dried at high 
vacuum. The resulting foam was dissolved in THF (100 mL) and cooled to -78 
°C. DIPEA (5.80 mL, 34.7 mmol) was added. A sol. of acetyl chloride (0.494 

25 mL, 6.95 mmol) in THF (10 mL) was added slowly. The reacton mixture was 
stirred at -78 °C for 90 min, then allowed allowed to warm to rt and diluted in 
MeOH (5 mL), then in EtOAc. The org. extracts were washed with aq. 1M HC1 
(2x), aq. sat. NaHC0 3 (lx), dried over MgS0 4 , filtered and the solvents were 
removed under reduced pressure. Purification of the residue by FC 

30 (EtOAc/heptane 1:4 — > 1:3 — > 1:1 — > EtOAc) yielded the title compound (3.67 g, 
74%). Rf = 0.50 (EtOAc). LC-MS: 6.22; ES+: 711.31. 
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{rac.y{lR*, 55*)-3-Acetyl-7-{4-[3-(2-chlorophenoxy)propyl]phenyI}-34>-di- 
azabicyclol33.1]non-6-ene-6^-dicarboxyUc acid 6-ethyl ester 9-(2,2,2- 
trichloro-l,l-dimethyIethyl) ester (S2) 

5 As for compound SI, from H6 (10.8 g, 14.5 mmol), CH 2 C1 2 (110 mL), 4M 
HCl/dioxane (110 mL), THF (220 mL), DIPEA (12.4 mL, 72.6 mmol), DMAP 
(89 mg, 0.73 mmol), acetyl chloride (1.24 mL, 17.4 mmol), and MeOH (5 mL). 
Purification of the residue by FC (EtOAc/heptane 1:3 -> 1:1 — > EtOAc) yielded 
the title compound (8.59 g, 86%). R f = 0.43 (EtOAc). LC-MS: 6.32; ES+: 

10 684.99. 

(rac)-ilR*, 55*)-3-Acetyl-7-[4-(2-hydroxyethyl)phenyll-3,9-diazabicyclo- 
13.3.1Jnon-6-ene-6^-dicarboxylic acid 6-ethyl ester 9-(2,2,2-trichloro-l,l- 
dhnethylethyl) ester (S3) 

15 

As for compound SI, from H2 (3.00 g, 4.08 mmol), CH 2 C1 2 (30 mL), 4M 
HCl/dioxane (30 mL), THF (60 mL), DMAP (25 mg, 0.204 mmol), DIPEA (2.74 
mL, 16.4 mmol), acetyl chloride (0.343 mL, 4.08 mmol), and MeOH (5 mL). 
Purification of the residue by FC (EtOAc/heptane 1:1 -> EtOAc MeOH/EtOAc 
20 1 :9) led to the title compound (1 .80 g, 79%). R f = 0.20 (EtOAc). 

(rac)-{lR * 55>3-Acetyl-7-(4-(2-hydroxyethoxy)phenyll-3^-diazabicycIo- 
[33.11non-6-ene-6,9-dicarboxylic acid 6-ethyl ester 9-(2»2^-trichloro-l,i- 
dimethylethyl) ester (S4) 

25 

As for compound SI, from H7 (5.80 g, 7.73 mmol), CH 2 C1 2 (60 mL), 4M 
HCl/dioxane (60 mL), THF (50 mL), DMAP (47 mg, 0.384 mmol), DIPEA (5.29 
mL, 31.7 mmol), acetyl chloride (0.604 mL, 8.08 mmol), and MeOH (5 mL). 
Purification of the residue by FC (EtOAc/heptane 1:1 -> EtOAc MeOH/EtOAc 
30 1:9) led to the title compound (3.07 g, 69%). Rf = 0.20 (EtOAc). LC-MS: Rt = 
4.80; ES+: 576.93. 
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(rac)-(lR *, 55*>3-Acetyl-7-[4-(3-hydroxypropyI)phenylJ-3^-diazabicycIo- 
[33^Jnon-6-ene-6,9-dicarboxylic acid 6-ethyl ester 9-(2,2,2-trichloro-l,l- 
diniethylcthyl) ester (S5) 

5 As for compound SI, from H3 (5.04 g, 6.74 mmol), CH 2 C1 2 (80 mL), 4M 
HCI/dioxane (80 mL), THF (80 mL), without DMAP, DIPEA (4.62 mL, 27.0 
mmol), acetyl chloride (0.430 mL,6.06 mmol), and MeOH (5 mL). Purification 
of the residue by FC (EtOAc/heptane 1:1 -> EtOAc MeOH/EtOAc 1:9) led to 
the title compound (3.23 g, 83%). R f = 0.20 (EtOAc). LC-MS: R, - 1.00; ES+: 

10 575.13. 

Compounds of type T 

(rac)-(LR*, 55*)-3-Acetyl-7-{4-I3-(2-me4hoxybenzyloxy)propoxy]phenyl}-3^- 
15 diazabicyclo[33.1]non-6-ene-6,9-dicarborylic acid 9-(2,2,2-trichloro-l,l- 
dimethyletbyl) ester (Tl) 

To a sol. of bicyclononene SI (3.67 g, 5.15 mmol) in EtOH (27 mL) was added 
aq. NaOH (1M, 27 mL, 27 mmol). The mixture was heated to 80 °C for 3 h and 
20 then allowed to cool to rt After adjustment of the pH to 1-2 with aq. 1M HC1 and 
extraction with EtOAc (2x), the combined org. extracts were dried over MgS0 4 , 
filtered, and evaporated under reduced pressure. Purification of the residue by FC 
(EtOAc/heptane 1:1 -> 3:1 -> EtOAc -> MeOH/EtOAc 1:9) yielded the title 
compound (1.45 g, 41%). LC-MS: R« = 5.50; ES+: 683.24. 

25 

{racy+lR*, 5^*)-3-Acetyl-7-{4-[3-(2-chlorophenoxy)propyl]phenyI}-3^- 
diazabicycloI33.11non-6-ene-6^-dicarborylic acid 9-(2,2 ) 2-trichIoro-l,l- 
dimetby lethyl) ester (T2) 



30 From bicyclononene S2 (8.59 g, 12.5 mmol) the title compound (4.29 g, 52%) was 
obtained after purification by FC (MeOH/CH 2 Cl 2 1 :99 -> 1 :49 -» 3 :97 -> 1 :24) as 
described for Tl. LC-MS: = 5.61 ; ES-: 655.24. 
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(rae.y{lR*, 5^*)-3-Acetyl.7-[4-(2-hydroxyethoxy)phenyl]-3^-diaza- 
bicyclo[33.1]non-6-ene-6,9-dicarboxylic acid 9-(2^^-trichloro-l,l-dimethyI- 
ethyl) ester (T3) 

5 

From bicyclononene S4 (3.07 g, 5.73 mmol) in EtOH (1 19 mL) and aq. 1M NaOH 
(1 19 mL) the title compound (1.88 g, 60%) was obtained after purification by FC 
(MeOH/CH 2 Cl 2 1:99 ~> 1:49 -> 3:97 -> 1:24) as described for Tl. LC-MS: Rt = 
4.32; ES+: 548.96. 

10 

(rac.y(lR*, 5S*)-3-AcetyI-7-{4-[3^te^ 

phenyl}-3,9-diazabicycIop3.1]non-6-ene-6^-dicarboxylic acid 9-(2,2,2- 
trichloro-l,l-dimethylethyI) ester (T4) 

15 A mixture of bicyclononene AZ1 (1.60 g, 2.93 mmol), imidazol (797 mg, 11.7 
mmol) and TBDMS-C1 (1.1 g, 7.30 mmol) in DMF (20 mL) was stirred at it 
overnight. Aq. sat. NH4CI was added and the mixture was extracted with hexane 
(3x). The combined org. extracts were dried over MgSC>4, filtered, and the 
solvents were evaporated under reduced pressure. A mixture of this crude product 

20 and K2CO3 (0.2 g) in THF (30 ml), MeOH (10 ml), and H 2 0 (10 ml) was stirred at 
rt for 3 h. Aq. sat. NH4CI was added and this mixture was extracted with Et20 
(3x). The combined org. extracts were dried over MgS04, filtered, and the 
solvents were removed under reduced pressure. This yielded the title compound 
(1.85 g, 95%) that was used withour further purification. 

25 

(rac)~(lll*, 5^*)-7-{4-[2-(^-ButyldiphenylsUanyloxy)ethyI]phenyl}-3,9- 
diazabicyclo[33.1]non-6-ene-3,6,9-tricarboxylic acid 3-terf-bntyl ester 9- 
(2£;MricWoro-l,l-dimethylethyI) ester (T5) 

30 As for compound T4, but from bicyclononene AZ2 (crude, about 5.79 mmol), 
imidazol (1.2 g, 17.6 mmol) and TBDPS-C1 (4.84 g, 17.6 mmol) in DMF (50 mL), 
then K2CO3 (0.5 g), THF (60 mL), MeOH (20 mL), and H 2 0 (20 mL). The crude 
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title compound (9.6 g, quantitative yield) was used further without purification. 
LC-MS:Rt=1.26. 

Compounds of type U 

5 

(rac)-(lR*, 5iS*)-3-Acetyl-7^4-hydroxyphenyI)-6-(methylphenethylcarba- 
moyI)-3,9-diazabicyclo[33.1]noii-6-ene-9-carboxylic acid 2^^-trichloro-l,l- 
dimethy lethy 1 ester (Ul) 

10 To a sol. of bicyclononene Wl ( 0.93 g, 1.37 mmol) in CH 2 C1 2 (10 mL) was 
added HCl/dioxane (10 mL) at 0 °C. After 15 min, the ice bath was removed. 
The reaction mixture was stirred at rt for 1 h and the solvents were removed under 
reduced pressure. After drying at high vacuum for 30 min., the resulting solid or 
foam was dissolved in THF (10 mL). DIPEA (0.983 mL, 5.48 mmol) and DMAP 

15 (cat. amount) were added. The sol. was cooled to -78 °C and a sol. of AcCl 
(0.0973 mL, 1.37 mmol) in THF (5 mL) was slowly added over 2 min. After 75 
min at -78 °C MeOH (10 mL) was added and the mixture was allowed to warm 
up. After dilution in EtOAc, the reaction mixture was washed with aq. 1M HC1 
(lx) and aq. sat. NaHC0 3 (Ix). The org. extracts were dried over MgS0 4 , filtered, 

20 and evaporated under reduced pressure. Purification of the residue by FC 
(EtOAc/heptane 1:3 1:1 -> 3:1 -> EtOAc -> MeOH/EtOAc 1:19 -> 1:9) 
yielded the title compound (253 mg, 30%). R f = 0.30 (EtOAc). LC-MS: R* = 
5.12; ES+: 622.31. 

25 (rac.y(lR*, 5S*)-3-AcetyI-7-[4^2-hydroxyethyl)phenyI]-6-(methylphenethyl- 
carbamoyI)-3^-diazabicyclo[33.11non-6-ene-9-carboxylic acid 2,2,2- 
trichloro-l,l-dimethylethyl ester (U2) 

To a sol. of bicyclononene W2 (3.46 g, 4.88 mmol) in CH 2 C1 2 (35 mL) was added 
30 HC1 (4M in dioxane, 35 mL) at 0 °C. After 1 h the ice bath was removed, and 
stirring continued for 1 h at rt. The solvents were removed under reduced 
pressure and the residue dried under high vacuum. The resulting foam was 
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dissolved in THF (50 mL). DIPEA (3.34 mL, 19.5 mmol) and DMAP (cat 
amount) were added. The reaction mixture was cooled to -78 °C and AcCl (0.347 
mL, 4.88 mmol) in THF (20 mL) was added dropwise. After 2 h at -78 °C, AcCl 
(0.100 mL, 1.41 mmol) was added again, followed by a third portion of AcCl 

5 (0.050 mL, 0.71 mmol) 1.5 h later. MeOH (10 mL) was added after 30 min. and 
the mixture was allowed to warm up tort. After dilution with EtOAc and washing 
with aq. 1M HC1 (lx) and aq. sat NaHCOs (lx), the org. extracts were dried over 
MgS0 4 and filtered. The solvents were removed under reduced pressure. 
Purification of the residue by FC (EtOAc/heptane 1:1 -> EtOAc -» MeOH/EtOAc 

10 1:9) yielded the title compound as a colorless foam (2.06 g, 65%). Rf = 0.15 
(EtOAc). LC-MS: Rt = 5.14; ES+: 650.21. 

(rac.y(lR *, 5^*)-3-Acetyl-7-[4-(3-hydroxypropyl)phenyl]-6-(methylphen- 
ethylcarbamoyI)-3^-diazabicycloI33.1]non-6-ene-9-carboxylic acid 2,2,2- 
1 5 trichloro-l,l-dimethylethyl ester (U3) 

To a sol. of bicyclononene W3 (3.18 g, 4.40 mmol) in CH 2 C1 2 (30 mL) was added 
HC1 (4M in dioxane, 30 mL) at 0 °C. After 1 h at 0 °C and 1 h at rt, the solvents 
were removed under reduced pressure and the residue dried under high vacuum. 

20 The residue was dissolved in THF (45 mL), and DIPEA (3.02 mL, 17.6 mmol) 
and DMAP (cat amount) were added. The sol. was cooled to -78 °C and a sol. of 
AcCl (0.313 mL, 4.40 mmol) in THF (15 mL) was added dropwise over 5 min. 
After 1.25 h, AcCl (0.070 mL, 0.984 mmol) was added again. After 30 min. 
MeOH (10 mL) was added and the mixture was allowed to warm up to rt. After 

25 dilution in EtOAc and washing with aq. 1M HCi (lx) and aq. sat. NaHC0 3 (lx), 
the org. extracts were dried over MgS0 4 and filtered. The solvents were removed 
under reduced pressure. Purification of the residue by FC (EtO Ac/heptane 1:1 
EtOAc -> MeOH/EtOAc 1 :9) yielded the title compound (2.92 g, 66%) as a foam. 
Rf = 0.23 (EtOAc). LC-MS: Rt= 5.24; ES+: 664.29. 

30 
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(racyilR*, 55*>3-Acctyl-7-[4-(2-hydroxyethoxy)phenyll-6-(methyl- / 

phenethylcarbamoyl^S^-diazabicyclopj.llnon-S-ene-P-carboxylic acid 
2^^-trichIoro-l,l-dimethylethyl ester (U4) 

5 A mixture of bicyclononene T3 (1 .88 g, 3.42 mmol), methylphenethylamine (1 .49 
mL, 10.3 mmol), DMAP (41 mg, 0.34 mmol), DIPEA (2.33 mL, 18.0 mmol), 

HOBt (46 mg, 0.34 mmol) and EDOHC1 (1.64 g, 8.55 mmol) in CHC1 3 (40 mL) 
was stirred overnight at rt The mixture was diluted in CH2CI2 and washed with 
aq. 1M HC1 (2x) and aq. sat NaHC0 3 . The organic extracts were dried over 
10 MgS04, filtered, and the solvents were removed under reduced pressure. 
Purification of the residue by FC (EtOAc/ heptane 1:4 -> 1:1 -> 4:1 -> EtOAc) 
yielded the title compound (1.33 g, 58%). LC MS: Rt « 5.25; ES+: 666.08. 

Compounds of type V 

15 

(rac.y{lR * 5iS*)-7-(4-Hydroxyphenyl)-3,9-diazabicyclo[33.11non-6-ene-3,6^- 
tricarboxylic acid 3-ter*-butyl ester 9-(2^^-trichloro-l,l-dimethylethyI) ester 
(VI) 

20 To a sol. of bicyclononene HI (4.18 g, 5.79 mmol) in EtOH (55 mL) aq. NaOH 
(1M, 55 mL, 55 mmol) was added. The mixture was stirred at 80 °C for 28 h 
before it was allowed to cool to rt and acidified to pH 1 with aq. 1M HC1. After 
extraction with EtOAc (3x) the combined org. extracts were dried over MgSC>4 
and filtered. The solvents were removed under reduced pressure. Purification of 

25 the residue by FC (MeOH/CH 2 Cl 2 1:49 -» 3:97 -> 1:24 -> 1:19 -» 1:9 1:4) 
yielded the title compound (1.50 g, 40%). R f = 0.29. LC-MS: R* = 4.91; ES-: 
561.12. 

(rac.}-(lR*, 55*)-7-[4^2-Hydroxyethyl)phenyll-3^-diazabicyclo[33.11non-6- 
30 ene-3,6,9-tricarboxylic acid 3-terf-butyl ester 9-(2£,2-trichloro-l,l-dimethyK 
ethyl) ester (V2) 
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To a sol. of bicyclononene H2 (13.75 g, 18.7 mmol) in EtOH (180 mL) aq. NaOH 
(1M, 180 mL, 180 mmol) was added. The mixture was stirred at 80 °C for 8 h 
and then left at -5 °C overnight The mixture was acidified to pH 1 with aq. 1M 
HC1 and extracted with EtOAc (3x). The org. extracts were dried over MgS0 4 

5 and filtered. The solvents were removed under reduced pressure. Purification of 
the residue by FC (MeOH/CH 2 Cl 2 1:49 -» 3:47 1:24 1:19 1:9 -> 1:4) 
yielded the title compound, contaminated with (rac.>(Jit* 5S*)-7-[4-(2- 
hydroxyethyl)phenyl]-3,9-diaz^ acid 
3-ter/-butyl ester 9-(2,2,2-trichloro-l,l-dimethylethyl) ester (7.09 g, 64%). Rf 

10 =0.40 MeOH/CH 2 Cl 2 1:9). R* = 4.90; ES-: 589.16. 

(rac.y{JR*, 5£*)-7-l4-(3-Hydroxypropy^ 

6-ene-3,6,9-tricarboxylic acid 3-ter*-butyl ester 9-(2,2,2-trichloro-l,l- 
dimethylethyl) ester (V3) 

15 

To a sol. of bicyclononene H3 (13.50 g, 18.0 mmol) in EtOH (180 mL) aq. NaOH 
(1M, 180 mL, 180 mmol) was added. The mixture was heated to 40 °C and after 
.1 h to 80 °C. After 7 h, the mixture was left overnight at -5 °C. EtOH (100 mL) 
and aq. NaOH (1M, 50 mL, 50 mmol) were added and the sol. was heated to 80 

20 °C for 6 h. After cooling to rt and adjustment of the pH to 1 with aq. 1M HC1, the 
mixture was extracted with EtOAc (3x). The combined org. extracts were dried 
over MgS04 and filtered. The solvents were removed under reduced pressure. 
Purification of the residue by FC (MeOH/CH 2 Cl 2 1:49 3: 97 -» 1:24 1:19 -> 
1:9 1:4) yielded the title compound (4.80 g, 55%). R f = 0.50 (MeOH/CH 2 Cl 2 

25 1 :9). LC-MS: R, = 4.99; ES-: 603.20. 

Compounds of type W 

(rac.y(lR*, 5*y*)-7-(4-Hydroxyphenyl)-6-(methylphenethylcarbamoyI)-3^- 
30 diazabicyclop.3*llnon-6-ene-3,9-dicarboxylic acid 3-ter*-butyl ester 9-(2,2,2- 
trichloro-l,l-dimethylethyI) ester (Wl) 



WO 03/093267 



157 



PCTAEP03/03721 



To a susp. of bicyclononene VI (1.50 g, 2.66 mmol) in CHC1 3 (30 mL) was added 
methylphenethylamine (0.774 mL, 5.32 mmol). DMAP (32.5 mg, 0.266 mmol), 

HOBt (36 mg, 0,266 mmol), and EDOHCI (765 mg, 3.99 mmol) were added 
successively. After 3 days at rt the mixture was diluted in CH2CI2 and washed 
5 with aq. 1M HC1 (Ix) and aq. sat NaHC(>3 (lx). The org. extracts were dried 
over MgS04 and filtered. The solvents were removed under reduced pressure. 
Purification of the residue by FC (EtOAc/heptane 1:9 -> 1:4 -» 3:7 -> 2:3 -» 1:1 
-> 3:2 7:3) yielded the title compound as a colorless solid (0.93 g, 51%). Rf * 
0.25 (EtOAc/heptane 1:1). LC-MS: Rt = 5.86; ES-: 678.14. 

10 

(rac.y(IX *, 5iS*)-7-[4-(2-Hydroxyethyl)phenyll-6-(metliylphenethyIcarbamo- 
y!)-3,9-dia2abicyclo[3.3.1]non-6-ene-3,9-dicarboxyIic acid 3-ferf-butyl ester 9- 
(2£,2-trichIoro-l,l-dimethylethyI) ester (W2) 

15 To a sol. of bicyclononene V2 (7.09 g, 11.97 mmol) in CHC1 3 (140 mL) were 
added A^methylphenethylamine (3.48 mL, 24.0 mmol), DMAP (137 mg, 1.12 
mmol), HOBt (151 mg, 1.12 mmol) and EDOHC1 (3.44 g, 18.0 mmol). The 
mixture was stirred at rt for 3 days, before it was diluted with CH2CI2 and washed 
with aq. 1M HC1 (lx) and aq. sat. NaHCCh (lx). The org. extracts were dried 

20 over MgSC>4 and filtered. The solvents were removed under reduced pressure. 
Purification of the residue purified by FC (MeOH/CH 2 Cl 2 1:49 -> 3:122 4:121 
-» 1:24 -» 1:9 ~» 1:4) yielded the title compound (3.46 g, 41%). R f = 0.26 
(MeOH/CH 2 Cl 2 1:19). LC-MS: Rt = 5.87; ES+: 708.40. 

25 (rac.y(lR *, 5*S*)-7-[4-(3-Hydroxypropyl)phenyl]-6-(methylphenethylcarba- 
moyI)-3,9-dia2abicycIo[33.1Jnon-6-ene-3,9-dicarboxylic acid 3-tert-butyl ester 
9-(2^^-trichloro-l,l-dimethylethyl) ester (W3) 

To a sol. of bicyclononene V3 (7.59 g, 12.5 mmol) in CHC1 3 (150 mL) were 
30 added methylphenethylamine (3.63 mL, 25.0 mmol), DMAP (153 mg, 1.25 

mmol), HOBt (169 mg, 1.25 mmol) and EDC-HC1 (3.80 g, 19.2 mmol). The 
mixture was stirred at rt for 3 days before it was diluted in CH 2 C1 2 and washed 
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with aq. 1M HC1 (lx) and aq. sat NaHCC>3 (lx). The org. extracts were dried 
over MgSC>4 and filtered. The solvents were removed under reduced pressure. 
Purification of the residue by FC (MeOH/CH 2 Cl 2 1:49 -> 3:97 -> 1:24 1:9 -> 
1:4) yielded the title compound (3.18 g, 35%). R f = 0.42 (MeOH/CH 2 Cl 2 1:19). 
5 LC-MS: Ri - 5.99; ES+: 744.50. 

(rac)-(lR *, 5S*)-3-Acetyl^hydroxymetty^ 

propoxylphenyl}-3^-diazabicyclo[33.11non-6-ene-9-carboxyIic acid 2,2,2- 
trichloro-l 9 l-dimethylethyl ester (X) 

10 

To a sol. of bicyclononene SI (2.29 g, 3.21 mmol) in CH 2 C1 2 (100 mL) was added 
BF 3 Et 2 0 (0.460 mL, 3.66 mmol) at -78 °C. The mixture was stirred at -78 °C for 
30 min and DIBAL (1M in toluene, 6.42 mL, 6.42 mmol) was added After 75 
min, ice was added and the mixture was allowed to warm up to rt CH 2 C1 2 was 
15 added and the mixture was washed with aq. 1M HC1 (lx). The org. extracts were 
separated, dried over MgSC>4 and filtered. The solvents were removed under 
reduced pressure. Purification of the residue by FC (EtOAc/heptane 1:2 — > 1:1 — > 
EtOAc) yielded the title compound (1.01 g, 47%). 

20 (racJ)-(lR *, 5S *>3-Acetyl^forayl-7-{4-[3-(2-^ 

phenyI}-3,9-diazabicyclo[33.1]non-6-ene-9-carboxylic acid 2,2,2-trichloro- 
1,1-dimethyIethyl ester (Y) 

To a sol. of bicyclononene X (258 mg, 0.385 mmol) in CH 2 C1 2 (5 mL) was added 
25 to 0 °C Dess-Martin periodane (170 mg, 0.401 mmol) at 0 °C. After 45 min. at 0 
°C a second portion periodane was added. The sol. was stirred for 15 min before 
the solvents were removed under reduced pressure. Direct purification of the 
residue by FC (EtOAc/heptane 2:3 1:1 -> 3:2 -» 7:3) yielded the title 
compound (188 mg, 73%). R f = 0.49 (EtOAc). LC-MS: R^- 6.18; ES+: 667.21. 

30 
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{rac}-(lR*, 55*)-3-Acetyl-7-{4-[3-(2-methoxybenzyloxy)propoxy]phenyl}-6- 
methyIaminomethyl-3^-^liazabicycIoI33.11non-6-ene-9-carboxyUc acid 2,2,2- 
trichloro-l,l-dimethyIethyl ester (Z) 

5 To a sol. of bicyclononene Y (334 mg, 0.50 mmol) in MeOH (10 mL) 
methylamine (40% in water, 0.215 mL, 2.5 mmol) was added. The mixture was 
stirred at rt for 1 h and then cooled to 0 °C. NaBH» (20 mg, 0.50 mmol) was 
added. The mixture was stirred at rt for 4 h before K2CO3 (263 mg) was added. 
After evaporation under reduced pressure the residue was distributed between 

10 EtOAc and water. The org. extracts were separated, dried over MgS0 4 , and 
filtered. The solvents were removed under reduced pressure. Purification of the 
residue by RP18-MPLC yielded the title compound (130 mg, 38%). LC-MS: Rt = 
1.00; ES+: 682.14. 

15 (rac.y{lR *, 5^*)-7-{4-[3-(2-Clilorophenoxy)propyl]phenyl}-3^-diazabicyclo- 
[33.11non-6-ene-3,6,9-tricarboxylic acid 3-/er*-butyl ester 9-(2,2,2-tricliloro- 
1,1-dimethyletbyl) ester (AA) 

Bicyclononene H6 (1.71 g, 2.3 mmol) was dissolved in EtOH (50 mL). Aq. 1M 
20 NaOH (50 mL) was added and the mixture was heated to 80 °C. The sol. was 
stirred for 5 h at 80 °C, then allowed to cool down to rt After acidification to pH 
= 1-2 with aq. 1M HC1 the mixture was extracted with EtOAc (3x). The 
combined org. extracts were dried over MgS0 4 , filtered and the solvents were 
removed under reduced pressure. Purification of the residue by FC 
25 (EtOAc/heptane 2:3 -> 1 :2 1 :1) yielded the title compound (504 mg, 3 1 %). Rf 
= 0.30 (EtOAc/heptane 1:1). LC-MS: Rt = 6.21; ES-: 712.34. 

(rac}-(lR *, 55*)-7-{4-[3-(2-Chlorophenoxy)propyl]phenyl}-6-{[2-(2-chloro- 
phenyI)ethyllmethylcarbamoyl}-3,9-diazabicyclo[33.1]non-6-ene-3,9- 
30 dicarboxylic acid 3-ferf-butyl ester 9-(2,2,2-tricbloro-l,l-dimethyletIiyI) ester 
(AB) 
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Bicyclononene AA (504 mg, 0.703 mmol) was dissolved in CHC1 3 (25 mL). [2- 
(2^1Jorophenyl)ethyl]methylamine (Jaques B.; Wallace R. G., Tetrahedron, 
1977, 33, 581; 238 mg, 1.40 mmol), DIPEA (0.240 mL, 1.40 mmol), DMAP (17 
mg, 0.14 mmol), HOBt (19 mg, 0.10 mmol) and EDC HC1 (135 mg, 1.40 mmol) 
5 were added. The sol. was stirred at rt overnight. The mixture was diluted with 
CH2CI2 and washed with water (lx). The org. extracts were dried over MgS0 4 
and the solvents were removed under reduced pressure. Purification of the residue 
by filtration through silica gel yielded the title compound as a yellowish foam 
(336 mg, 55%). 

10 

(racMIR*, 55*>7-{4>[3-(2-Chlorophenoxy)propylJphenyl}-6-{[2-(2-chIoro- 
phenyl)ethyl]methylcarbamoyI}-3^^iazabicycIo[33.11non-6^ne-9-xarbo- 
xylic acid 2^-tricMoro-l,l-dimethylethyl ester hydrochloride salt (AC) 

15 Bicyclononene AB (336 mg, 0.378 mmol) was dissolved in CH2CI2 (3 mL). 4M 
HCl/dioxane (13 mL) was added and the mixture was stirred at rt for 2 h. The 
solvents were removed under reduced pressure. Drying the residue at high 
vacuum yielded the title compound as a colorless foam that was used without 
further purification. LC-MS: R< = 5.26; ES+: 765.85. 

20 

9-Methyl-7-^xo-3,9-diazabicyclo[3.3.11nonane-3-carboxylic acid ter/butyl 
ester (AE) 

(4-Benzyl^-ethoxycarbonylmethyl-l-methylpiperazin-2-yl)acetic acid ethyl ester 
25 (Patent WO 92/05174) (71.0 g, 0.196 mol) was dissolved in MeOH (400 mL). 
TFA (77.8 mL, 1.02 mol) was added and the flask was purged with nitrogen. 
Pd/C (10%, 50% moisture, 3.6 g) was added. The flask was closed and purged 
with hydrogen (3x). After 1 day, the mixture was filtered through celite and 
washed with MeOH. The solvent was removed under reduced pressure and the 
30 foamy residue (92.7 g) was dried under high vacuum. A sol. of tBuOK (1 17.2 g, 
1.04 mol) in toluene (3.07 L) was heated to reflux. A sol. of the crude piperazine 
formerly obtained, dissolved in THF (300 mL), was added dropwise over 50 min. 
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The black mixture was stirred for 10 further min. and allowed to cool to rt The 
mixture was cooled to 0 °C and AcOH (36.6 mL, 0.635 mol) was added. The 
solvents were removed under reduced pressure and the residue purified by FC 
(MeOH/CH 2 Cl 2 1:9 -» 1:4 -» 1:3). The fractions with an Revalue close to 0.10 

5 (MeOH/CH 2 Cl 2 1:9) were collected and the solvent removed under reduced 
pressure. The residue was dissolved in aq. 5M HC1 (2 L) and the reaction mixture 
heated to reflux overnight. The mixture was allowed to cool to rt, then cooled to 0 
°C with an ice bath. The pH was brought to 12 by adding carefully solid KOH. 
This mixture was extracted with CH 2 C1 2 (3x). The combined org. extracts were 

10 dried over MgS04 and the solvents were removed under reduced pressure. The 
residue was suspended in CH 2 C1 2 (400 mL) and cooled to 0 °C. DIPEA (19.1 mL, 
112 mmol) was added. A sol. of B0C2O (24.3 g, 113 mmol) in CH 2 C1 2 (200 mL) 
was added dropwise. The mixture was stirred for 1 h at 0 °C, then 1 h at rt. The 
mixture was washed with aq. 10% Na 2 C0 3 (2x). The org. extracts were dried 

15 over MgS0 4 , filtered and the solvents were evaporated under reduced pressure. 
The residue was purified by FC (EtOAc/heptane 1:1 -> EtOAc). The title 
compound was obtained as a solid that could be recrystallized from heptane (15.6 
g,30%). Rf- 0.45 (MeOH/CH 2 Cl 2 1:9). LC-MS: Rt= 1.55; ES+: 254.16. 

20 (1R 9 55)-9-Methyl-7-oxo-3,9-diazabicyclop.3.1]nonane~3,6-dicarboxyUc acid 
3-tert-butyl ester 6-methyl ester (AF) 

To a susp. of (->bis[(S>l-phenyIethyl]amine hydrochloride (226 mg, 0.864 
mmol) in THF (3 mL) at 0 °C was added dropwise n-BuLi (1.6M in hexane, 1.136 

25 mL, 1 .808 mmol). The mixture was stirred for 1 h at 0 °C, then cooled to -78 °C. 
A sol. of bicyclononane AE (200 mg, 0.786 mmol) in THF (2 mL) was added 
dropwise over 3 min. The reaction mixture was stirred for 3 h at -78 °C, then 
methylcyanoformat (0.081 mL, 1.02 mmol) was added. The reaction mixture was 
stirred for 30 min. at -78 °C and a sol. of AgNCb (191 mg, 1.124 mmol) in 

30 H2O/THF (1:1, 2 mL) was added. After 10 min., H2O (1.5 mL) and AcOH (1.5 
mL) were added and the reaction mixture was allowed to warm to rt Ammoniac 
(25% in water) was added until the Ag-salt had completely dissolved. The 
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reaction mixture was extracted with EtOAc (lx) and CH 2 C1 2 (2x). The combined 
org. extracts were dried over MgS0 4 and the solvents were removed under 
reduced pressure. Purification of the residue by FC (MeOH/CH 2 Cl 2 1:14) yielded 
the title compound (167 mg, 68%). Rf = 0.37 (MeOH/CH 2 Cl 2 1:9). LC-MS: R, = 
5 0.76; ES+: 313.10. ee = 82%. 

{lR y 55>9-Methyl-7-oxo-3^-diazabicyclo[33.1]nonane-3,6-dicarboxylic acid 
6-benzyl ester 3-terf-butyl ester (AG) 

10 To a susp. of (-)-bis[(S)-l-phenylemyl]amine hydrochloride (226 mg, 0.864 
mmol) in THF (3 mL) at 0 °C was added dropwise n-BuLi (1.6M in hexane, 1.136 
mL, 1 .808 mmol). The mixture was stirred for 1 h at 0 °C, then cooled to -78 °C. 
A sol. of bicyclononane AE (200 mg, 0.786 mmol) in THF (2 mL) was added 
dropwise over 3 min. The reaction mixture was stirred for 3 h at -78 °C, then 

15 methylcyanoformat (0.081 mL, 1.02 mmol) was added. The reaction mixture was 
stirred for 30 min. at -78 °C and a sol. of AgNCb (191 mg, 1.124 mmol) in 
H2O/THF (1:1, 2 mL) was added. After 10 min., H2O (1.5 mL) and AcOH (1.5 
mL) were added and the reaction mixture was allowed to warm to rt. Ammoniac 
(25% in water) was added until the Ag-salt had completely dissolved. The 

20 reaction mixture was extracted with EtOAc (lx) and CH 2 C1 2 (2x). The combined 
org. extracts were dried over MgS0 4 and the solvents were removed under 
reduced pressure. Purification of the residue by FC (MeOH/CH 2 Cl 2 1:14) yielded 
the title compound (150 mg, 49%). Rf = 0.50 (MeOH/CH 2 Cl 2 1:9). LC-MS: Rt = 
0.87; ES+: 389.09. ee = 84%. 

25 

(racyilR*, J^^^-Acetyl^-i^p^-bromo-S-fluorophenoxy^thyllphenyl}- 
3,9-diazabicycIo[33.1]non-6-ene-6,9-dicarboxylic acid 6-ethyl ester 9-(2,2,2- 
trichloro-l,l-dimethylethy!) ester (AH) 

30 A sol. of bicyclononene S3 (900 mg, 1 .60 mmol) in toluene (15 mL) was purged 
with N 2 (4x). 2-Bromo-S-fluorophenol (0.267 mL, 2.4 mmol), TMAD (344 mg, 
2.00 mmol) and tributylphosphine (1.18 mL, 4.80 mmol) were added and the 
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reaction mixture was heated to reflux for 1 h. The mixture was allowed to cool to 
rt, and the solvents were removed under reduced pressure. Purification of the 
residue by FC (EtOAc/heptane 1:24 -> 1:9 -» 2:3 -» 7:3) yielded the title 
compound (L06 g, 90%). Rf = 0.58 (EtOAc). LC-MS: R, = 6.52; ES+: 733.00. 

5 

Compounds of type AJ 

(rac.y(lR* 9 5*S*)-3-Acetyl-7-{4-[2-(2-bromo-5-fluorophenoxy)ethyllphenyl}- 
3 > 9-diazabicyclo[3.3.1]non-6-ene-6 t 9-dicarboxylic acid 9-(2£;2-trichloro-l,l- 
1 0 dim ethy lethy I) ester (A Jl) 

A mixture of bicyclononene AH (1.06 g, 1.44 mmol) in EtOH (30 mL) and aq. 
1M NaOH (30 mL) was stirred efficiently at 80 °C for 2.5 h. The mixture was 
allowed to cool to rt, acidified with aq. 1M HC1, and extracted with EtOAc (3x). 
15 The combined org. phases were dried over MgSC>4, filtered, and the solvents were 
removed under reduced pressure. Purification of the residue by FC 
(EtOAc/heptane 1:1 3:1 -> EtOAc -> MeOH/EtOAc 1:19 1:9) yielded the 
title compound (845 mg, 83%). R f = 0.10 (EtOAc). LC-MS: = 5.78; ES-: 
702.81. 

20 

(rac.y-{lR * J^^-Acety 1-7- {4-[3-(2 r 3,6-trifluorophenoxy)propyl]phenyl}.3^- 
diazabicyc!o[3,3.1)non-6-ene-6,9-dicarboxylic acid 9-(2,2,2-trichloro-l,l- 
dimethylethyl) ester (AJ2) 

25 A sol. of bicyclononene AR1 (296 mg, 0.39 mmol) in MeOH (10 mL) at 0 °C was 
purged with N 2 (3x). Pd/C (10%, cat amount) was added and the mixture was 
purged with H 2 (4x). The mixture was stirred under H 2 for 2 h at 0 °C, and was 
filtered through Celite. The solvents were removed under reduced pressure and 
the residue was dried under high vacuum (200 mg, 80%). It was used without 

30 further purification. LC-MS: Rt = 5.83. 
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(raa)-(lR* 9 5,S*)-3.Acetyl-7-{4-[3-(3-lluoropheiioxy)propyI]phenyl}«3^-diaza- 
bicyclo[33.11non-6-ene-6^-dicarboxylic acid 9-(2,2^-trichloro-l,l-dimcthyl- 
ethyl) ester (AJ3) 

5 As for compound AJ2, but from AR2 (205 mg, 0.25 mmol), Pd/C (cat amount) 
and MeOH (10 mL). The crude material (100 mg, 56%) was used without further 
purification. LC-MS: Rt = 5.81. 

(rac)-(lR % 55*)-3-Acetyl-7-{4-{3^2-bromo-5-fluorophenoxy)propyIJphenyl}- 
10 3^-diazabicyclo[3-3.1]non-6-ene-6,9-dicarboxylic acid 9-(2,2,2-trichloro-l,l- 
dimethylethyl) ester (AJ4) 

As for compound AJ1, but from bicyclononene BL (1.55 g, 2.07 mmol), EtOH 
(55 mL) and aq. 1M NaOH (55 mL). Purification of the residue by FC 
15 (EtOAc/heptane 1:1 -> EtOAc MeOH/EtOAc 1:9) yielded the title compound 
(1.17 g, 78%). Rf = 0.20 (EtOAc). R* = 6.02; ES+: 721.12. 

Compounds of type AK 

20 {rac.y(lR *, 5S *)-7-{4-[2<2-Bromo-5-fluorophenoxy)ethyl]phenyl}-6-(methyI- 
phenethylcarbamoyl)-3,9-diazabicyclo[3.3.11non-6-ene-3^-dicarboxylic acid 
3-ter/-butyl ester 9-(2^^-trichloro-l,l-dimethylethyl) ester (AK1) 

A sol. of bicyclononene W2 (1.68 g, 2.37 mmol) in toluene (50 mL) was purged 
25 with N 2 (4x). 2-Bromo-5-fluorophenol (0.403 mL, 3.56 mmol), azodicarboxylic 
dipiperidide (897 mg, 3.56 mmol) and tributyl phosphine (1.62 mL, 7.12 mmol) 
were added. The mixture was heated to reflux for 2 h. The mixture was then 
allowed to cool to rt and the solvents were removed under reduced pressure. 
Purification of the residue by FC (EtOAc/heptane 1:19 -> 1:9 -> 1:4 -> 1:1 
30 3:1) yielded the title compound (1.88 g, 90%). Rf - 0.80 (EtOAc). LC-MS: R* = 
7.30. 
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(raa)-(2it* 55^6-[(2-CWorobcnzyI)cycIopropylcarbamoyI]-7-{4-[3-(2^,^ 
tri-fluorophenoxy)propyl]phcnyI}-3^-diazabicyclo[33.1]non-6-ene-3,9- 
dicarbo-xylic acid 3-tert-butyl ester 9-<2^^-trichloro-l,l-dimethylethyI) ester 
(AK2) 

5 

A mixture of bicyclononene AY1 (12.15 g, 16 mmol), (2-chlorobenzyl)- 
cyclopropylamine (9.08 g, 50 mmol), DIPEA (10.9 mL, 64 mmol), DMAP (488 

mg, 4 mmol), HOBt (2.43 g, 18 mmol) and EDOHC1 (4.60 g, 24 mmol) in 
CH2CI2 (250 mL) was stirred overnight. The mixture was diluted with CH2CI2, 
10 and washed with aq. 1M HC1 (3x) and with aq. sat. NaHC0 3 (Ix). The org. 
extracts were dried over MgS04, filtered, and the solvents were removed under 
reduced pressure. Purification of the residue by FC (EtOAc/heptane 1:5 -> 1:3 -> 
1 :2) yielded the title compound (9.10 g, 63%). LC-MS: R* = 7.68. 

15 (racSyilR*, 55*)-6-(Ben^lcyclopropylcarbamoyl)-7-{4-[3-(2^,6-trifluoro- 
phenoxy)propylIphenyl}-3^-diazabicycIo[33.1]non-6-ene-3 5 9-dicarboxylic 
acid 3-tert-butyl ester 9-(2££-tricMoro-l,l-dimethylethyl) ester (AK3) 

As for bicyclononene AK2, but from bicyclononene AY1 (552 mg, 0.75 mmol), 
20 benzylcyclopropylamine (Loeppky, R. N.; et aL 9 J. Org. CherrL, 2000, 65, 96; 221 
mg, 1.50 mmol), DIPEA (0.515 mL, 3.00 mmol), DMAP (23 mg, 0.19 mmol), 

HOBt (101 mg, 0.75 mmol) and EDOHC1 (216 mg, 1.12 mmol) in CH 2 C1 2 (7 
mL). Purification by FC yielded the title compound (570 mg, 88%). LC-MS: Rt 
= 1.28. 

25 

(rac.)-(lR*, 5*S*)^[(2-cMorobeiizyl)ethyk 

phenoxy)propyllphenyl}-3,9-diazabicyclo[33.1]non^-ene-3^-<Ucarboxylic 
acid 3-ferf-butyl ester 9-(2^-trichloro-l,l-dimethylethyI) ester (AK4) 

30 As for bicyclononene AK2, but from bicyclononene AY1 (552 mg, 0.75 mmol), 
(2-chlorobenzyl)ethylamine (Ishihara, Y; et al\ Chem. Pharm. Bull, 1991, 5P, 
3225; 255 mg, 1.50 mmol), DIPEA (0.515 mL, 3.00 mmol), DMAP (23 mg, 0.19 
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mmol), HOBt (101 mg, 0.75 mmol) and EDC-HC1 (216 mg, 1.12 mmol) in 
CH 2 C1 2 (7 mL). Purification by FC yielded the title compound (543 mg, 82%). 
LC-MS: R,= 1.29. 

5 (rac.y-(lR* y 55*)^-[CycIopropyl-(2-fluorobeii2y0 carbamo y 1 ]- 7 -{ 4 -[3-(2A6- 
trifluorophenoxy)propylJphenyl>-3^-diazabicycloI33.1]non-6-ene-3^- 
dicarboxylic acid 3-tert-bntyl ester 9-(2^^-trichloro-l,l-dimethylethyl) ester 
(AK5) 

10 As for bicyclononene AK2, but from bicyclononene AY1 (552 mg, 0.75 mmol), 
cyclopropyH2-fluoroben2yl)amine (248 mg, 1.50 mmol), DIPEA (0.515 mL, 3.00 
mmol), DMAP (23 mg, 0.19 mmol), HOBt (101 mg, 0.75 mmol) and EDCHC1 
(216 mg, 1.12 mmol) in CH 2 C1 2 (7 mL). Purification by FC yielded the title 
compound (526 mg, 79%). LC-MS: Rt = 1.28. 

15 

{racy{lR *, 5S*)-6-ICyclopropyl-(3-trifluoromcthylbenzyl)carbamoyll-7-{4- 
[3-(2^,6-trifluorophenoxy)propyIlphenyl}-3^-diazabicyclo[3^1]non-6-ene- 
3,9-dicarboxylic acid 3-/irrt-butyl ester 9-(2^^-trichloro-l,l-dimethylethy0 
ester (AK6) 

20 

As for bicyclononene AK2, but from bicyclononene AY1 (552 mg, 0.75 mmol), 
cyclopropyH3-trifluoromemyl-benzyl)amine (Brabander, H. J.; et al.\ J. Org. 
Chem. t 1967, 32, 4053; 323 mg, 1.50 mmol), DIPEA (0.515 mL, 3.00 mmol), 
DMAP (23 mg, 0.19 mmol), HOBt (101 mg, 0.75 mmol) and EDC HC1 (216 mg, 
25 1.12 mmol) in CH 2 C1 2 (7 mL). Purification by FC yielded the title compound 
(551 mg, 79%). LC-MS: Rt = 1.25. 

(r«c)-(iJt* 55*)-6-[CyclopropyK2-methylbenzyl)carbamoyl]-7-{4-[3-(2^,6- 
trifluorophenoxy)propyl]phenyl}-3^-diazabi<yclo[33.11non-6-ene-3^- 
30 dicarboxylic acid 3-fert-butyl ester 9-(2,2,2-trichloro-l,l-dimethylethyI) ester 
(AK7) 
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As for bicyclononene AK2, but from bicyclononene AY1 (552 mg, 0.75 mmol), 
cyclopropyH2-methylbenzyl)-ainine (242 mg, 1.50 mmoi), DEPEA (0.515 mL, 
3.00 mmol), DMAP (23 mg, 0.19 mmol), HOBt (101 mg, 0.75 mmol) and 
EDOHC1 (216 mg, 1.12 mmol) in CH 2 C1 2 (7 mL). Purification by FC yielded the 
5 title compound (553 mg, 84%). LC-MS: R* = 1 .29. 

{rac.y{lR*> 5iS*)«6-{Cyclopropyl-[2-(4-methoxyphenoxy)ethyl]carbamoyl}-7- 
{4-[3-(23,6-trifluoropheno^)propyIfc^ 

ene-3,9-dicarboxylic acid 3-ferf-butyl ester 9-(2^2^-trichloro-l,l-dimethyl- 
10 ethyl) ester (AK8) 

As for bicyclononene AK2, but from bicyclononene AY1 (552 mg, 0.75 mmol), 
cyclopropyl-[2-(4-methoxy-phenoxy)ethyl]amine (311 mg, 1.50 mmol), DDPEA 
(0.515 mL, 3.00 mmol), DMAP (23 mg, 0.19 mmol), HOBt (101 mg, 0.75 mmol) 
15 and EDOHC1 (216 mg, 1.12 mmol) in CH 2 C1 2 (7 mL). Purification by FC yielded 
the title compound (566 mg, 82%). LC-MS: Rt = 1 .28. 

(rac.y(W *, 55'*)-6-{CycIopropyl-[2-(2-methoxyph«QOxy)ethyl]carbamoyl}-7- 
{4-[3-(2^,6-trifluorophenoxy)prop 
20 ene-3,9-dicarboxylic acid 3-fer*-butyl ester 9^2^^-trichloro-l,l-diniethyl- 
ethyl) ester (AK9) 

As for bicyclononene AK2, but from bicyclononene AY1 (552 mg, 0.75 mmol), 
cyclopropyl-[2-(2-methoxy-phenoxy)ethyl]amine (311 mg, 1.50 mmol), DEPEA 
25 (0.515 mL, 3.00 mmol), DMAP (23 mg, 0.19 mmol), HOBt (101 mg, 0.75 mmol) 
and EDC-HC1 (216 mg, 1.12 mmol) in CH 2 C1 2 (7 mL). Purification by FC yielded 
the title compound (570 mg, 82%). LC-MS: Rt = 1.28. 

(rac)-(lR*, 55*)^-[C^clopropyK2-m-tolyloxyettiyI)carbamoyIl-7--{4-[3- 
30 (2^,6-tri£luorophenoxy)propylJphenyl}-3,9-diazabicyclo[33.1]non-^ene-3,9- 
dicarboxylic acid 3-terf-butyI ester 9-(2^^5-trichloro-l,l-dimethylethyl) ester 
(AK10) 
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As for bicyclononene AK2, but firom bicyclononene AY1 (552 mg, 0.75 mmol), 
cyclopropyl-(2-j«-tolyloxy-ethyl)amine (287 mg, 1.50 mmol), DIPEA (0.515 mL, 
3.00 mmol), DMAP (23 mg, 0.19 mmol), HOBt (101 mg, 0.75 mmol) and 
5 EDCHC1 (216 mg, 1 .12 mmol) in CH 2 C1 2 (7 mL). Purification by FC yielded the 
title compound (506 mg, 74%). LC-MS: Rt = 1.30. 

(racHUt** 5^*)-6-{Cyclopropyl-[2-(3,4-diinethylphenoxy)ethyl]carbamoyl}- 
7-{4-[3K23,6-trifluorophenoxy)propyIlphenyl}-3^-diazabicycIo[33.1]non-6- 
10 ene-3,9-dicarboxylic acid 3-tert-buiyl ester 9-(2^-trichldro-l,l-dimethyl- 
ethyl) ester (AK11) 

As for bicyclononene AK2, but from bicyclononene AY1 (552 mg, 0.75 mmol), 
cyclopropyl42^3,4-dimemyl-phenoxy)emyl]amine (462 mg, 1.50 mmol), DIPEA 
15 (0.515 mL, 3.00 mmol), DMAP (23 mg, 0.19 mmol), HOBt (101 mg, 0.75 mmol) 
and EDC HC1 (216 mg, 1 .12 mmol) in CH 2 C1 2 (7 mL). Purification by FC yielded 
the tide compound (693 mg, 100%). LC-MS: R, = 1.28. 

(rac.)-(li{%55>6-(Cyclopropylphenethylcarbamoyl)-7-{4-[3K2^,6-tiifluoro- 
20 phenoxy)propyl]phenyl}-3^-diazabicyclo[33.1]non-6-ene-3^-dicarboxyUc 
acid 3-tert-buryI ester 9-(2,2,2-rrichloro-l,l-dimethyIetbyl) ester (AK12) 

As for bicyclononene AK2, but from bicyclononene AY1 (552 mg, 0.75 mmol), 
cyclopropylphenethylamine (Smith, P. W.; et aL; J. Med Chem., 1998, 41, 787; 
25 242 mg, 1.50 mmol), DIPEA (0.515 mL, 3.00 mmol), DMAP (23 mg, 0.19 
mmol), HOBt (101 mg, 0.75 mmol) and EDC HC1 (216 mg, 1.12 mmol) in 
CH 2 C1 2 (7 mL). Purification by FC yielded the tide compound (510 mg, 77%). 
LC-MS: Rt= 1.28. 



30 



(rac}-(lR* t 55*)-6-{l2-(2-ChlorophenyI)ethylIcycIopropylcarbamoyl}-7-{4-[3- 
(2^,6-trifluorophenoxy)propyl]phenyl}-3,9-diazabicyclol3.3.1)non-6-ene-3,9- 
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dicarboxylic acid 3-terf-butyl ester 9-(2^^-trichloro-l,l-dimethylethyl) ester 
(AK13) 

As for bicyclononene AK2, but from bicyclononene AY1 (552 mg, 0.75 mmol), 
5 [2-(2-chlorophenyl)ethyl]-cyclopropylamine (294 mg, 1.50 mmol), DIPEA (0.515 
mL, 3.00 mmol), DMAP (23 mg, 0.19 mmol), HOBt (101 mg, 0.75 mmol) and 
EDCHC1 (216 mg, 1 .12 mmol) in CH 2 C1 2 (7 mL). Purification by FC yielded the 
title compound (540 mg, 79%). LC-MS: R« = 1.28. 

10 (racHU**y 55*)-6-{Cyclopropyl-l2-(23-difiuorophenyI)ethyl]carbamoyl}-7- 
{4-[3^2^,6-trifluorophenoxy)propyl]phenyl}-3,9-diazabicyclo[33.1]non-6- 
ene-3,9-dicarboxylic acid 3-tert-butyI ester 9-(2^^-trichloro-l,l- 
dimethylethyl) ester (AK14) 

15 As for bicyclononene AK2, but from bicyclononene AY1 (552 mg, 0.75 mmol), 
cyclopropyl-[2<23-dmuoro-phenyl)emyl]amine (296 mg, 1.50 mmol), DIPEA 
(0.515 mL, 3.00 mmol), DMAP (23 mg, 0.19 mmol), HOBt (101 mg, 0.75 mmol) 
and EDC-HC1 (216 mg, 1.12 mmol) in CH 2 C1 2 (7 mL). Purification by FC yielded 
the title compound (572 mg, 83%). LC-MS: R t = 1 28. 

20 

(ra&H/**» 55*)-6-{Cyclopropyl-[2-(4-fluorophenyl)ethyl]carbamoyl}-7-{4- 
[3K2^,6-trifluorophenoxy)propyllphenyl}-3,9-diazabicyclol33.1)non-6-ene- 
3,9-dicarboxylic acid 3-tert-butyl ester 9-(2£>tricMoro-M^»methylethyl) 
ester (AK15) 

25 

As for bicyclononene AK2, but from bicyclononene AY1 (552 mg, 0.75 mmol), 
cyclopropyl-[2-(4-fluoro-phenyl)emyl]amine (269 mg, 1.50 mmol), DIPEA (0.515 
mL, 3.00 mmol), DMAP (23 mg, 0.19 mmol), HOBt (101 mg, 0.75 mmol) and 
EDC-HC1 (216 mg, 1 .12 mmol) in CH 2 C1 2 (7 mL). Purification by FC yielded the 
30 title compound (533 mg, 79%). LC-MS: Pm = 1 -28. 
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(racYilR *, 55*)-6-[CyclopropyI-(2-<>-tolyIethyI)carbamoyll-7-{4-[3-(23,6- 
trifluorophenoxy)propyl]phenyl}-3^-diazabicycIo[33.1]non-6-ene-3^- 
dicarboxylic acid 3-tert-butyl ester 9-(2^^-trichloro-l,l-dimethylefliyI) ester 
(AK16) 

5 

As for bicyclononene AK2, but from bicyclononene AY1 (552 mg, 0.75 mmol), 
cyclopropyl-(2-o-tolyletoyl>ainine (263 mg, 1.50 mmol), DIPEA (0.515 mL, 3.00 
mmol), DMAP (23 mg, 0.19 mmol), HOBt (101 mg, 0.75 mmol) and EDC HC1 
(216 mg, 1.12 mmol) in CH2CI2 (7 mL). Purification by FC yielded the title 
10 compound (562 mg, 84%). LC-MS: R, = 1 .29. 

(racyilR*, 55*)^[C^clopropyl-(3,5-dimethoxybenzyl)carbamoyll-7-{4-(3- 
(2^,6-trifluorophenoxy)propylJphenyl}-3^-diazabicycIo[33.11non-6-ene-3^- 
dicarboxylic acid 3-terf-butyl ester 9-(2,2,2-tricbloro-l,l-dimethylethyI) ester 
15 (AK17) 

As for bicyclononene AK2, but from bicyclononene AY1 (552 mg, 0.75 mmol), 
cyclopropyl-(3,5-dimethoxy-benzyl)amine (311 mg, 1.50 mmol), DIPEA (0.515 
mL, 3.00 mmol), DMAP (23 mg, 0.19 mmol), HOBt (101 mg, 0.75 mmol) and 
20 EDC HC1 (216 mg, 1.12 mmol) in CH 2 C1 2 (7 mL). Purification by FC yielded the 
title compound (530 mg, 76%). LC-MS: R, = 1.28. 

(raaMXR*. 55*)-6-fCyclopropyl-(2-/^toIyIethyl)carbamoyl]-7-{4-l3-<23,6- 
trifluorophen oxy)propyl] phenyl}-3,9-diazabicy clo [33.1} non-6-ene-3,9- 
25 dicarboxylic acid 3-terf-butyl ester 9-(2^^-trichloro-l,l-dimethylethyl) ester 
(AK18) 

As for bicyclononene AK2, but from bicyclononene AY1 (552 mg, 0.75 mmol), 
cyclopropyl-(2-/^tolylemyl)-amine (263 mg, 1.50 mmol), DIPEA (0.515 mL, 3.00 
30 mmol), DMAP (23 mg, 0.19 mmol), HOBt (101 mg, 0.75 mmol) and EDC HC1 
(216 mg, 1.12 mmol) in CH 2 C1 2 (7 mL). Purification by FC yielded the title 
compound (530 mg, 79%). LC-MS: Rt = 1 .30. 
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(rac.y(lR*, 55*)-6-{Cyclopropyl-[2-(2-l»ydroxyethyI)benzyl]carbamoyl}-7-{4- 
[3-(23,6-trifluoropheno^)propyl]phenyl}-3^-diazabicyclo[33.1]non-6-ene- 
3,9-dicarboxylic acid 3-terf-butyl ester 9<2,2>triciaoro-l,l-dimethylethyI) 
S ester (AK19) 

As for bicyclononene AK2, but from bicyclononene AY1 (1.30, 1.77 mmol), (2- 
aUylbenzyl)cyclopropyl-amine (992 mg, 5.30 mmol), DIPEA (1.01 mL, 7.08 
mmol), DMAP (54 mg, 0.44 mmol), HOBt (263 mg, 1.95 mmol) and EDC HC1 
10 (509 mg, 2.66 mmol) in CH 2 C1 2 (25 mL). Purification by FC yielded the 
intermediate compound (1 .49 g, 93%). LC-MS: R* - 7.81 . 

Then as for compound AT, but from the former intermediate compound (1.49 g, 
1.65 mmol), NMO H 2 6 (245 mg, 1.82 mmol), and Os0 4 (2.5% in tert-BuOH, 
0.207 mL, 0.017 mmol) in THF (4 mL), fer/-BuOH (2 mL) and water (1 mL). 
15 Purification of the residue by FC (EtOAc/heptane 1:4 -> 2:3 -» 3:2 -> 4:1 -» 
EtOAc) yielded the 2 nd intermediate compound (866 mg, 56%). Rf = 0.50 
(EtOAc). LC-MS: R,= 6.95. 

Then as for compound AU, but from the 2 nd intermediate compound (866 mg, 
0.922 mmol) and NaI0 4 (217 mg, 1.01 mmol) in THF (8 mL) and water (2 mL). 

20 Purification of the residue by FC (EtOAc/heptane 1:4 2:3) yielded the 3 rd 
intermediate compound (751 mg, 90%). R f = 0.75 (EtOAc). 
Finally as for compound AV, but from the 3 rd intermediate compound (751 mg, 
0.828 mmol) and NaBRj (35 mg, 0.9 mmol) in MeOH (10 mL). Purification of 
the residue by FC (EtOAc/heptane 2:3) yielded the title compound (599 mg, 

25 80%). LC-MS: R» = 7.30. 

(rac)-(lR*, 55*>7-{4-[3-(2-Bromo-5-fluorophenoxy)propyl)phenyl}-6-[(2- 
chlorobenzyl)cyclopropylcarbamoyll-3^-diazabicyclo[33.1]non-6-€ne-3^- 
dicarboxylic acid 3-terf-butyl ester 9-(2^^-trichloro-14-din»e<hylethyI) ester 
30 (AK20) 
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As for bicyclononene AK2, but from bicyclononene AY2 (7.68 g, 9.86 mmol), (2- 
chlorobenzyl)cyclopropylamine (5.37, 29.6 mmol), DIPEA (6.75 mL, 39.4 nunol), 
DMAP (301 mg, 2.47 mmol), HOBt (1.46 mg, 10.8 mmol) and EDOHC1 (2.84 g, 
14.8 mmol) in CH 2 C1 2 (150 mL). Purification by FC (EtOAc/heptane 1:4 -> 3:7 
5 -» 2:3 -> 1 :1) yielded the title compound (3.7 g, 40%). R f = 0.55 (EtOAc/heptane 
1:1). LC~MS:Rt = 7.97. 

(rac)-(lR *, JS*>^-(BeiizyIcyclopropyIcarbamoy^ 

pheno^)propyl]phenyl}-3^-diazabicyclo[33.1]non-6-ene-3,9-dicarboxylic 
10 acid 3-ter*-butyI ester 9-(2£,2-tricMoro-14-dimethylethyl) ester (AK21) 

As for bicyclononene AK2, but from bicyclononene AY2 (779 mg, 1.00 mmol), 
benzylcyclopropylamine (Loeppky, R. N.; et a/., J. Org. Chem., 2000, 65, 96; 1.27 
g, 1.50 mmol), DIPEA (0.684 mL, 4.00 mmol), DMAP (30 mg, 0.25 mmol), 
15 HOBt (135 mg, 1.00 mmol) and EDOHC1 (287 mg, 1.50 mmol) in CH 2 C1 2 (10 
mL). Purification by FC yielded the title compound (520 mg, 57%). LC-MS: R* 
= 7.79. 

(raaK/** 55*)-7-{4-[3-(2-Bromo-5-fluoropheiioxy)propyllphenyl}»6-[(2- 
20 chlorobenzyI)ethy!carbamoyl]-3 

xylic acid 3-tert-butyl ester 9-(2^^-trichloro-l,l-dimethylethyl) ester (AK22) 

As for bicyclononene AK2, but from bicyclononene AY2 (779 mg, 1.00 mmol), 
(2-chlorobenzyl)ethylamine (Ishihara, Y; et al\ Chem. Pharm. Bull, 1991, 39, 
25 3225; 254 mg, 1.50 mmol), DIPEA (0.684 mL, 4.00 mmol), DMAP (30 mg, 0.25 
mmol), HOBt (135 mg, 1.00 mmol) and EDC-HC1 (287 mg, 1.50 mmol) in 
CH2CI2 (10 mL). Purification by FC yielded the title compound (475 mg, 51%). 
LC-MS: R< = 7.82. 



30 (rac.y(lR *, 55*>7-{4-[3-(2-Bromo-5-fluorophenoxy)propyl]phenyl}-6- 
[cyclopropyl-(2-fluorobenzyl)carbamoyll-3^-diazabicycloI33.1}non-6-ene- 
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3,9-dicarboxylic acid 3-tert-butyl ester 9-(2,2£-tricMoro-M-dimethyIethyl) 
ester (AK23) 

As for bicyclononene AK2, but from bicyclononene AY2 (779 mg, 1.00 mmol), 
5 cyclopropyH2-Quorobenzyl)amine (247 mg, 1 .50 mmol), DIPEA (0.684 mL, 4.00 
mmol), DMAP (30 mg, 0.25 mmol), HOBt (135 mg, 1.00 mmol) and EDOHC1 
(287 mg, 1.50 mmol) in CH 2 C1 2 (10 mL). Purification by FC yielded the title 
compound (465 mg, 50%). LC-MS: Rt = 7.69. 

10 (rac.)-(lR*> 55*>-7-{4-[3^2-Bromo-5-fhiorophenoxy)propyI]phenyl}-6-[cyclo- 
propyl'(3-tri£luoromethylbenzyl)carbamoyll~3^-diazabicyclo[3«3.1]non-6- 
ene-3,9-dicarboxy!ic acid 3-/erf-butyl ester 9-(2^^-trichloro-l,l-dimethyl- 
ethyl) ester (AK24) 

15 As for bicyclononene AK2, but from bicyclononene AY2 (779 mg, 1.00 mmol), 
cyclopropyK3-txifluoromethylbenzyl)amine (Brabander, H. J.; et al\ X Org. 
ChenL, 1967, 32, 4053; 323 mg, 1.50 mmol), DIPEA (0.684 mL, 4.00 mmol), 
DMAP (30 mg, 0.25 mmol), HOBt (135 mg, 1.00 mmol) and EDOHC1 (287 mg, 
1.50 mmol) in CH 2 C1 2 (10 mL). Purification by FC yielded the title compound 

20 (345 mg, 35%). LC-MS: Rt = 7.76. 

(rac)-{lR*, 55*)-7-{4-[3-(2-Bromo-5-fluorophenoxy)propyllphenyl}-6- 
[cyclopropyl-(2-methylbenzyl)carbamoyl]-3^-diazabicyclo[33.1}non-6-ene- 
3,9-dicarboxylic acid 3-tert-butyl ester 9-(2,2,2-trichloro-l,l-dimethyIethyl) 
25 ester (AK25) 

As for bicyclononene AK2, but from bicyclononene AY2 (779 mg, 1.00 mmol), 
cyclopropyl-(2-methylbenzyl)amine (242 mg, 1.50 mmol), DIPEA (0.684 mL, 
4.00 mmol), DMAP (30 mg, 0.25 mmol), HOBt (135 mg, 1.00 mmol) and 
30 EDC HC1 (287 mg, 1.50 mmol) in CH 2 C1 2 (10 mL). Purification by FC yielded 
the title compound (722 mg, 78%). LC-MS: Rt = 7.77. 
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(rac)-(Itf* 5*S*)-7-{4-[3-(2-Bromo-5-fluorop 
propy!-[2^4-methoxyphenoxy)ethyl]carb^ 

6-ene-3,9-dicarboxylic acid 3-/er*-butyl ester 9-(2^^-trichloro-l,l-dimetbyl- 
ethyl) ester (AK26) 

5 

As for bicyclononene AK2, but from bicyclononene AY2 (779 mg, 1.00 mmol), 
<^clopropyl-(4-methoxyphenoxymethyl)amine (311 mg, 1.50 mmol), DIPEA 
(0.684 mL, 4.00 mmol), DMAP (30 mg, 0.25 mmol), HOBt (135 mg, 1.00 mmol) 
and EDOHC1 (287 mg, 1.50 mmol) in CH 2 C1 2 (10 mL). Purification by FC 
10 yielded the title compound (579 mg, 60%). LC-MS: R* = 7.64. 

(rac.y(W*> 5S*)-7-{4-[3-(2-Bromo-5-fluorophehoxy)propyl]phenyl}-6-[cyclo- 
propyl-(2-/?i-tolyloxyethyQcarbamoyll--3^-diazabicyclo[3.3*llnon-6-ene-3^- 
dicarboxylic acid 3-totf-butyl ester 9-(2^^-trichloro-l,l-dimethylethyI) ester 
15 (AK27) 

As for bicyclononene AK2, but from bicyclononene AY2 (779 mg, 1.00 mmol), 
cyclopropyl-m-tolyloxymethylamine (311 mg, 1.50 mmol), DIPEA (0.684 mL, 
4.00 mmol), DMAP (30 mg, 0.25 mmol), HOBt (135 mg, 1.00 mmol) and 
20 EDC HC1 (287 mg, 1.50 mmol) in CH 2 C1 2 (10 mL). Purification by FC yielded 
the title compound (340 mg, 36%). LC-MS: Rt = 7.83. 

(rac.y(lR*, 55*)-7-{4-[3-(2-Bromo-5-fluorophenoxy)propyl]phenyl}-6-{cyclo- 
propyl«[2-(3,4HlimethyIphenoxy)efliyI)carbamoyl}-3 9 9-diazabicyclo[33.1]- 
25 non-6-ene-3,9-dicarboxylic acid 3-terf-butyl ester 9-(2,2,2-trichloro-l,l- 
dimethylethyl) ester (AK28) 

As for bicyclononene AK2, but from bicyclononene AY2 (779 mg, 1.00 mmol), 
cyclopropyl^3,4--dimethylphenoxymethyl)amine (308 mg, 1.50 mmol), DIPEA 
30 (0.684 mL, 4.00 mmol), DMAP (30 mg, 0.25 mmol), HOBt (135 mg, 1.00 mmol) 
and EDC-HCi (287 mg, 1.50 mmol) in CH 2 C1 2 (10 mL). Purification by FC 
yielded the title compound (470 mg, 49%). LC-MS: Rt = 7.93. 
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(raaHlR*, 55*)-7-{4-[3-(2-Bromo-5-flaoropheno^)propyIlphenyI}-6-(cycIo- 
propylphenethylcarbamoyI)-3^iazabi<?yclo[3J.l]non-6-cne-3^-dicarbo- 
xylic acid 3-tert-butyl ester 9-(2^^-trichloro-l,l-dimethylethyl) ester (AK29) 

5 

As for bicyclononene AK2, but from bicyclononene AY2 (779 mg, 1.00 mmol), 
cyclopropyl-phenetbylamine (Smith, P. W.; et al. \ J. Med. Chem., 1998, 41 , 787; 
242 mg, 1.50 mmol), DIPEA (0.684 mL, 4.00 mmol), DMAP (30 mg, 0.25 
mmol), HOBt (135 mg, 1.00 mmol) and EDC-HC1 (287 mg, 1.50 mmol) in 
10 CH 2 C1 2 (10 mL). Purification by FC yielded the title compound (449 mg, 49%). 
LC-MS:R« = 7.72. 

(rac)-(lR*, 55*)-7-{4-I3-(2-Bromo-5-fluorophenoxy)propyl]phenyl}-6-{I2-(2- 
chlorophenyl)ethyl]cyclopropylcarbamoyl}-3,9-diazabicyclot33.1]non-6-ene- 
15 3,9-dicarboxylic acid 3-tert-butyl ester 9-(2,2^-trichloro-l,l-dimethyletfiyl) 
ester (AK30) 

As for bicyclononene AK2, but from bicyclononene AY2 (779 mg, 1.00 mmol), 
[2-(2-cWoro-phenyl)ethyl]cyclopropylamine (294 mg, 1.50 mmol), DIPEA (0.684 
20 mL, 4.00 mmol), DMAP (30 mg, 0.25 mmol), HOBt (135 mg, 1.00 mmol) and 
EDC HC1 (287 mg, 1.50 mmol) in CH2CI2 (10 mL). Purification by FC yielded 
the title compound (605 mg, 63%). LC-MS: Ri«= 7.89. 

(rac)-(JR*, 5^*>7-{4-[3-(2-Bromo-5-fluorophenoxy)propyI]phenyl}-6-{cyclo- 
25 propyl-[2-(23-difluorophenyI)ethyl]carbamoyl}-3^-diazabicyclol3.3.1]non-6- 
ene-3,9-dicarboxylic acid 3-terf-butyl ester 9-(2^^-trichloro-l,l-dimethyl- 
ethyl) ester (AK31) 

As for bicyclononene AK2, but from bicyclononene AY2 (779 mg, 1.00 mmol), 
30 cyclopropyl-[2K2,3-difluorophenyl)ethyl]amine (296 mg, 1.50 mmol), DIPEA 
(0.684 mL, 4.00 mmol), DMAP (30 mg, 0.25 mmol), HOBt (135 mg, 1.00 mmol) 
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and EDCHC1 (287 mg, 1.50 mmol) in CH 2 C1 2 (10 mL). Purification by FC 
yielded the tide compound (670 mg, 70%). LC-MS: R< = 7.70. 

(rac)-(lR*, 55*>-7-{4-[3-(2-Bromo-5-fluorophenoxy)propyllphenyl}-6-{cyclo- 
5 propyl-[2-(4-fluorophenyI)ethyl]carbamoyl}-3^-dia2abicyclo[33.1]non-6- 

ene-3,9-dicarboxylic acid 3-terf-butyI ester 9-(2^^-trichloro-l,l-dunethyl- 
ethyl) ester (AK32) 

As for bicyclononene AK2, but from bicyclononene AY2 (779 mg, 1.00 mmol), 
10 cyclopropyl-[2-(4-fluorophenyl)emyl]amine (269 mg, 1.50 mmol), DIPEA (0.684 
mL, 4.00 mmol), DMAP (30 mg, 0.25 mmol), HOBt (135 mg, 1.00 mmol) and 
EDC-HC1 (287 mg, 1.50 mmol) in CH2CI2 (10 mL). Purification by FC yielded 
the title compound (638 mg, 68%). LC-MS: Rt = 7.70. 

1 5 {rac)-(lR *, 55*)-7-{4-[3-(2-Bromo-5-fluorophenoxy)propyI]pheiiyl}-6-[cycIo- 
propyH2-o-totylethyl)carbamoyl]-3^-diazabicyclo[33.11non-6-ene-3^- 
dicarboxylic acid 3-te/f-butyl ester 9-{2,2,2-tricMoro-l,l-dimethylethyI) ester 
(AK33) 

20 As for bicyclononene AK2, but firom bicyclononene AY2 (779 mg, 1.00 mmol), 
cyclopn>pyl-(2-o-tolylethyl)amine (263 mg, 1.50 mmol), DIPEA (0.684 mL, 4.00 
mmol), DMAP (30 mg, 0.25 mmol), HOBt (135 mg, 1.00 mmol) and EDC HC1 
(287 mg, 1.50 mmol) in CH 2 C1 2 (10 mL). Purification by FC yielded the title 
compound (659 mg, 70%). LC-MS: R, = 7.58. 

25 

1:1 Mixture of (rac.)-(lR*, 55*)-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]- 
phenyl}-6-l((2Jl*)-2-hydroxy-2-pheiiylethyl)methylcarbamoyll-3^-diaza- 
bicyclo[3.3.1]non-6-ene-3,9-dicarboxylic acid 3-tert-butyl ester 9-(2,2,2- 
trichloro-l,l-dimethylethyI) ester and {rac.y(lR*, 55*)-7-{4-[3-(2-bromo-5- 
30 fluorophenoxy)propylIphenyl}-6-[((2S*)-2-hydroxy-2-phenylethyI)methyl- 

carbamoyll-3,9-diazabicyclo[3.3.1]non-6-ene-3,9-dicarboxylic acid 3-tert- 
butyl ester 9-(2,2^-trichloro-l,l-dimethylethyI) ester (AK34) 
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As for bicyclononene AK2, but from bicyclononene AY2 (779 mg, LOO mmol), 
(rac>2-methylamino-l-phenylethanol (310 mg, 1.50 mmol), DIPEA (0.684 mL, 
4.00 mmol), DMAP (30 mg, 0.25 mmol), HOBt (135 mg, 1.00 mmol) and 
5 EDOHC1 (287 mg, 1.50 mmol) in CH2CI2 (10 mL). Purification by FC yielded 
the title compounds (456 mg, 50%). LC-MS: R, = 7.42. 

(rac.y(JR* 9 55*)-7-{4-[3-(2-Bromo-5-fluorophenoxy)propylJphenyl}-6- 
fiyclopropyK3^dimethoxybeii2yl)carbamoyIJ-3^-diazabicyclo[33.1]non-6- 
10 ene-3,9-dicarboxylic acid 3-tert-butyl ester 9-(2^^-tricMoro-l,l-dimethyl- 
ethyl) ester (AK35) 

As for bicyclononene AK2, but from bicyclononene AY2 (779 mg, 1.00 mmol), 
cyclopropyl-(3,5-dimethoxybenzyl)amine (311 mg, 1.50 mmol), DIPEA (0.684 
15 mL, 4,00 mmol), DMAP (30 mg, 0.25 mmol), HOBt (135 mg, LOO mmol) and 
EDOHC1 (287 mg, 1.50 mmol) in CH 2 C1 2 (10 mL). Purification by FC yielded 
the title compound (736 mg, 76%). LC-MS: Rt = 7.73. 

(rac.y{lR *, 55*)-7-{4-[3<2-Bromo-5-fluorophenoxy)propyl]phenyl}^[<yclo- 
20 propyM2-/^tolylethyl)carbamoyfl^^ 

boxylic acid 3-/e/*-butyl ester 9-(2^^-tricWoro-l,l-d™etM eth y 1 ) ester 
(AK36) 

As for bicyclononene AK2, but from bicyclononene AY2 (779 mg, 1.00 mmol), 
25 cyclopropyl-(2-p-tolylethyl)amine (263 mg, 1.50 mmol), DIPEA (0.684 mL, 4.00 
mmol), DMAP (30 mg, 0.25 mmol), HOBt (135 mg, 1.00 mmol) and EDC-HC1 
(287 mg, 1.50 mmol) in CH 2 C1 2 (10 mL). Purification by FC yielded the title 
compound (718 mg, 77%). LC-MS: Rt = 7.73. 

30 {rac.y(lR *, 5.S*)-6-[(2-AUylbenzyl)cycIopro^ 

5-fluorophenoxy)propyl]phenyI}-3,9-diazabicycIo[33.1]non-6-ene-3,9- 
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dicarbo-xylic acid 3-/er/-bntyl ester 9-(2^^-trichloro-l,l-dimethylethyl) ester 
(AK37) 

As for bicyclononene AK2, but from bicyclononene AY2 (1.45, 2.00 mmol), (2- 
5 allylbenzyl)cyclopropylamine (1.12 g, 6.00 mmol), DIPEA (1 .37 mL, 8.00 mmol), 
DMAP (62 mg, 0.50 mmol), HOBt (298 mg, 2.20 mmol) and EDOHC1 (576 mg, 
3.00 mmol) in CH 2 C1 2 (20 mL). Purification by FC yielded the intermediate 
compound (1.77 g, 93%). LC-MS: R, = 7.95. 

Then as for compound AT, but from the former intermediate compound (1.77 g, 
10 1.86 mmol), NMOH 2 0 (516 mg, 3.82 mmol), and OsO» (2.5% in ter/-BuOH, 

0.276 mL, 0.023 mmol) in THF (40 mL), terr-BuOH (20 mL) and water (10 mL). 

Purification of the residue by FC (EtO Ac/heptane 1:4 -+ 2:3 -» 3:2 4:1 -> 

EtOAc) yielded the 2 nd intermediate compound (548 mg, 27%). Rf = 0.60 

(EtOAc). LC-MS: R, = 7.43; ES+: 980.18. 
15 Then as for compound AU, but from the 2 nd intermediate compound (928 mg, 

0.945 mmol) and NaI0 4 (222 mg, 1.04 mmol) in THF (8 mL) and water (2 mL). 

Purification of the residue by FC (EtOAc/heptane 1:4 -> 2:3) yielded the 3 rd 

intermediate compound (868 mg, 97%). R f = 0.80 (EtOAc). 

Finally as for compound AV, but from the 3 rd intermediate compound (868 mg, 
20 0.914 mmol) and NaBFL» (38 mg, 1.0 mmol) in MeOH (10 mL). Purification of 

the residue by FC (EtOAc/heptane 2:3) yielded the title compound (603 mg, 

69%). LC-MS: Ri = 7.44. 

(rac)-(lR*, 55*>6-[(2-Chlorbenayl)cyclopropylcarbamoyl]-7-{4-I2-(2^^- 
25 trimethylphenoxy)ethyl]phenyl}-3^-diazabicyclol33a]non-6-ene-3,9-dicar- 
boxylic acid 3-fert-butyI ester 9-(2^-trichloro-l,l-dimethyIethyI) ester 
(AK38) 

As for bicyclononene AK2, but from bicyclononene AY3 (41 1 mg, 0.58 mmol), 
30 (2-chlorobenzyl)-cyclopropylamine (211 mg, 1.16 mmol), DIPEA (0.397 mL, 
2.32 mmol), DMAP (18 mg, 0.15 mmol), HOBt (86 mg, 0.64 mmol) and 
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EDC HC1 (167 mg, 0.87 mmol) in CH 2 C1 2 (8 mL). Purification by FC yielded the 
title compound (312 mg, 62%). LC-MS: Rt = 7.66. 

(rac.y(IR*, 55*)^(Bei«ylcyclopropyl(^bamoyl)-7-{4-[2-(23^-trimetliyl- 
5 phenoxy)ethyl]phenyI}-3^-diazabicyclof3^.1]non-6-ene-3^-dicarboxylic acid 
3-/<?rt-butyl ester 9-<2^^-trichloro-l,l-dimethylethyI) ester (AK39) 

As for bicyclononene AK2, but from bicyclononene AY3 (411 mg, 0.58 mmol), 
benzyl-cyclopropylamine (Loeppky, R. N.; et ah, J. Org. Chem., 2000, 65, 96; 
10 171 mg, 1.16 mmol), DIPEA (0.397 mL, 2.32 mmol), DMAP (18 mg, 0.15 
mmol), HOBt (86 mg, 0.64 mmol) and EDC-HC1 (167 mg, 0.87 mmol) in CH 2 C1 2 
(8mL). Purification by FC yielded the title compound (340 mg, 70%). LC-MS: 
Rt = 8.12. 

15 (rac.)-{JR* 55*)-6-I(2-Chlorobenzyl)ethylcarbamoyll-7-{4-I2-(233- 
trimethyl-pheiioxy)ethyl]phenyl}-3^-<liazabicyclol33.11non-6-ene-3^- 
dicarboxylic acid 3-ter/-butyl ester 9-(2;2,2-trichloro-M-dimethylethyI) ester 
(AK40) 

20 As for bicyclononene AK2, but from bicyclononene AY3 (411 mg, 0.58 mmol), 
(2K5hlorobenzyl>emylamine (Ishihara, Y; et al; Chem. Pharm. Bull, 1991, 39, 
3225; 197 mg, 1.16 mmol), DIPEA (0.397 mL, 2.32 mmol), DMAP (18 mg, 0.15 
mmol), HOBt (86 mg, 0.64 mmol) and EDC-HC1 (167 mg, 0.87 mmol) in CH 2 C1 2 
(8 mL). Purification by FC yielded the title compound (374 mg, 74%). LC-MS: 

25 R«=8.30. 

(racy-ilR*, 55*)-6-[Cyclopropyl-(2-fluorobenzyl)carbamoylJ-7-{4-I2-(2^^- 
tri-methylphenoxy)ethyl]phenyl}-3,9-diazabicyclo[33.1]non-6-ene- 
3,9dicarboxy-Iic acid 3-ferf-butyl ester 9-(2,2^-trichloro-l,l-dimethyIethyI) 
30 ester (AK41) 



WO 03/093267 



180 



PCT/EP03/03721 



As for bicyclononene AK2, but from bicyclononene AY3 (411 mg, 0.58 mmol), 
cyclopropyl-(2-fluorobeiizyl)amine (192 mg, 1.16 mmol), DIPEA (0.397 mL, 2.32 
mmol), DMAP (18 mg, 0.15 mmol), HOBt (86 mg, 0.64 mmol) and EDCHC1 
(167 mg, 0.87 mmol) in CH 2 Cl 2 (8 mL). Purification by FC yielded the title 
5 compound (350 mg, 70%). LC-MS: R« = 8.13. 

(racM-Mt* 55*)^-[C^clopropyl-(3-trifluoromethylbenzyl)carbamoyl]-7-{4- 
[2K2 r 3,5-trimethylphenoxy)ethyl]phenyl}-3^-diazabicyclo[33.11non-6-ene- 
3,9-dicarboxylic acid 3-terf-butyl ester 9-(2,2£-tricMoro-M-dimethyIethyI) 
10 ester (AK42) 

As for bicyclononene AK2, but from bicyclononene AY3 (411 mg, 0.58 mmol), 
cyclopropyK3-trifluoromemylbenzyl)amine (Brabander, H. J.; et al; J. Org. 
Chem., 1967, 32, 4053; 250 mg, 1.16 mmol), DIPEA (0.397 mL, 2.32 mmol), 
15 DMAP (18 mg, 0.15 mmol), HOBt (86 mg, 0.64 mmol) and EDC HC1 (167 mg, 
0.87 mmol) in CH 2 C1 2 (8 mL). Purification by FC yielded the title compound 
(294 mg, 56%). LC-MS: R< = 8.16. 

(racYilR *, 5^*)-6-lCyclopropyH2-naethylbenzyl)carbamoyl]-7-{4-[2-(23^- 
20 trimethylpheno^)ethyllphenyl}04>^azabicyclo[33.1]noii-6-ene-3,9-dicar- 
boxylic acid 3-/erf-butyl ester 9-(2^^-trichloro-l,l-dimethylethyl) ester 
(AK43) 

As for bicyclononene AK2, but from bicyclononene AY3 (41 1 mg, 0.58 mmol), 
25 cyclopropyK2-memylben2yl)amine (187 mg, 1.16 mmol), DIPEA (0.397 mL, 
2.32 mmol), DMAP (18 mg, 0.15 mmol), HOBt (86 mg, 0.64 mmol) and 
EDC HC1 (167 mg, 0.87 mmol) in CH 2 C1 2 (8 mL). Purification by FC yielded the 
title compound (294 mg, 56%). LC-MS: R* = 8.15. 



30 (rac)-(lR*, 5^*)-6-{Cyclopropyl-[2-(4-methoxyphenoxy)ethyllcarbamoyl}-7- 
{4-[2-(23^-trimethylphenoxy)ethyllphenyl}-3^-diazabicyclo[33.1]non-6- 
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ene-3^-dicarboxylic acid 3-tert-butyl ester 9-(2^-trichloro-l,l-<iimethyl- 
ethyl) ester (AK44) 

As for bicyclononene AK2, but from bicyclononene AY3 (41 1 mg, 0.58 mmol), 
5 cyclojm>pyl-[2-(4-me&oxyphenoxy)ethyl]aiiiine (187 mg, 1.16 mmol), DIPEA 
(0.397 mL, 2.32 mmol), DMAP (18 mg, 0.15 mmol), HOBt (86 mg, 0.64 mmol) 
and EDOHC1 (167 mg, 0.87 mmol) in CH 2 C1 2 (8 mL). Purification by FC yielded 
the title compound (159 mg, 30%). LC-MS: R, = 7.93. 

10 {rac}-{lR *, 5^"0-6-{Cyclopropyl-l2-(3-metlioxyphenoxy)etliyl]carbamoyl}-7- 
{4-[2^23^trimethylphenosy)ethylJphenyl}-3^-diazabicyclo[33.1]non-6- 
ene-3,9-dicarboxylic acid 3-tert-butyl ester 9^2,2,2-tricMoro-M-dimetbyl- 
ethyl) ester (AK45) 

15 As for bicyclononene AK2, but from bicyclononene AY3 (411 mg, 0.58 mmol), 
cyclopropyl-[2<3-methoxyphenoxy)emyl]amine (287 mg, 1.16 mmol), DIPEA 
(0.397 mL, 2.32 mmol), DMAP (18 mg, 0.15 mmol), HOBt (86 mg, 0.64 mmol) 
and EDC HC1 (167 mg, 0.87 mmol) in CH 2 C1 2 (8 mL). Purification by FC yielded 
the tide compound (237 mg, 45%). LC-MS: R, = 7.69. 

20 

(rac.y(lR *, 55*)-6-[CyclopropyH2-m-tolyIoxyethyI)carbamoylJ-7-{4-[2- 
(23^trimethylphenoxy)ethyI]phenyl}-3,9-dia2abicycloI33.1]non-6-ene-3^- 
dicar-boxylic acid 3-ter/-butyl ester 9-(2^-trichloro-l,l-dimethylethyI) ester 
(AK46) 

25 

As for bicyclononene AK2, but from bicyclononene AY3 (411 mg, 0.58 mmol), 
cyclopropyl-(2-/w-tolyloxyethyl)amine (222 mg, 1.16 mmol), DIPEA (0.397 mL, 
2.32 mmol), DMAP (18 mg, 0.15 mmol), HOBt (86 mg, 0.64 mmol) and 
EDC HC1 (167 mg, 0.87 mmol) in CU 2 Ch (8 mL). Purification by FC yielded the 
30 tide compound (185 mg, 36%). LC-MS: R« = 8.12. 
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{rac.y(lR *, 5^*)-6-(CyclopropyIphenethylcarbamoy0-7-{4-[2-(2^,6- 
triinethyl-phenoxy)ethyllphenyl>-3^-diazabicyclo[33.1]non-6-ene-3^- 
dicarboxylic acid 3-terf-butyl ester 9-(2^^-trichloro-l,l-dimethylethyI) ester 
(AK47) 

5 

As for bicyclononene AK2, but from bicyclononene AY3 (590 mg, 0.83 mmol), 
cyclopropyl-phenethylamine (Smith, P. W.; et dL\ J. Med. Chem., 1998, 41, 787; 
402 mg, 2.49 mmol), DIPEA (0.568 mL, 3.32 mmol), DMAP (25 mg, 0.21 
mmol), HOBt (169 mg, 1.25 mmol) and EDCHC1 (239 mg, 1.25 mmol) in 
10 CH 2 C1 2 (10 mL). Purification by FC yielded the title compound (309 mg, 44%). 
LC-MS:Rt = 8.01. 

(r«c.)-(/Jf*, 55*)-6-{[2-(2-Chlorophenyl)ethyllcyclopropylcarbamoyl}-7-{4-[2- 
(2^,6-trimethylphenoxy)ethyl]phenyl>-3^-diazabi«^clo[33.11non-6-ene-3,9- 
15 dicarboxylic acid 3-terT-butyl ester 9-(2^^-trichloro-l,l-dimethylethyI) ester 
(AK48) 

As for bicyclononene AK2, but from bicyclononene AY3 (590 mg, 0.83 mmol), 
[2-(2^moro-phenyl)ethyl]cyclopropylamine (487 mg, 2.49 mmol), DIPEA (0.568 
20 mL, 3.32 mmol), DMAP (25 mg, 0.21 mmol), HOBt (169 mg, 1.25 mmol) and 
EDC HC1 (239 mg, 1.25 mmol) in CH 2 C1 2 (10 mL). Purification by FC yielded 
the title compound (272 mg, 37%). LC-MS: R» = 8.20. 

(rac)-(iJf *, 55*)-6-{Cyclopropyl-l2-(23-difluorophenyI)ethylJcarbamoyI}-7- 
25 {4-[2-(23,6-trimethylphenoxy)ethyl]phenyl}-3^-diazabicyclo[3.3.11non-6- 

ene-3,9-dicarboxylic acid 3-fert-butyl ester 9-(2,2,2-trichloro-l,l- 
dimethylethyl) ester (AK49) 

As for bicyclononene AK2, but from bicyclononene AY3 (590 mg, 0.83 mmol), 
30 cyclopropyl-[2^2,3-dmuorophenyl)ethyl]amine (491 mg, 2.49 mmol), DIPEA 
(0.568 mL, 3.32 mmol), DMAP (25 mg, 0.21 mmol), HOBt (169 mg, 1.25 mmol) 
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and EDCHCl (239 mg, 1.25 mmol) in CH 2 C1 2 (10 mL). Purification by FC 
yielded the title compound (309 mg, 42%). LC-MS: Rt = 7.98. 

(rac.y{lR\ 5,S*)-6-{Cyclopropyl-[2-(4-£luorophenyI)ethyl]carbamoyl}-7-{4- 
5 i2^2^,6-trimethylphenoxy)ethyl]phenyl}-3,9-diazabicyclo[33.1]non-6-ene- 
3,9-dicarboxylic acid 3-terf-butyl ester 9-(2^-tricWoro-l,l-dimethylethyl) 
ester (AK50) 

As for bicyclononene AK2, but from bicyclononene AY3 (590 mg, 0.83 mmol), 
10 cyclopropyl-[2K4-fluorophenyl)emyl]amine (491 mg, 2.49 mmol), DIPEA (0.568 
mL, 3.32 mmol), DMAP (25 mg, 0.21 mmol), HOBt (169 mg, 1.25 mmol) and 
EDCHCl (239 mg, 1.25 mmol) in CH 2 C1 2 (10 mL). Purification by FC yielded 
the title compound (294 mg, 41%). LC-MS: R» » 7.93. 

15 {rac)-{lR* t 5£>6-[CyclopropyK2-^tolylethyl)carbamoy 
trimethylphenoxy)ethyl]phenyl}-3^M^^ 

boxylic acid 3-tert-butyl ester 9-(2^^-trichloro-l,l-dMne*hylethyI) ester 
(AK51) 

20 As for bicyclononene AK2, but from bicyclononene AY3 (590 mg, 0.83 mmol), 
cycIopropyl-(2-o-tolylethyl)amine (491 mg, 2.49 mmol), DIPEA (0.568 mL, 3.32 
mmol), DMAP (25 mg, 0.21 mmol), HOBt (169 mg, 1.25 mmol) and EDC HCl 
(239 mg, 1.25 mmol) in CH 2 C1 2 (10 mL). Purification by FC yielded the title 
compound (258 mg, 36%). LC-MS: R« = 8.16. 

25 

l:l-Mixture of (rac)-lR*, 55*)-6-l((2if*)-2-hydroxy-2-plienyIethyl)methyI- 
carbamoyl]-7-{4-[2-(2^,6-trimethylphenoxy)ethyl]phenyl}-3,9-diazabicycIo- 
[33.1]non-6-ene-3,9-dicarboxyIic acid 3-/ert-butyI ester 9-(2,2,2-tricbJoro-l,:l- 
dimethylethyl) ester and (racMl**, 5S*)-6-[((2S*)-2-hydroxy-2- 
30 phenyIethy0methylcarbamoyll-7-{4-l2-(2^,6-trimethylphenoxy)ethylJ- 

phenyI}-3^-diazabicyclo[3.3.1]non-6-ene-3^>-dicarboxylic acid 3-terf-butyI 
ester 9-(2,2,2-trichloro-l,l-dimethylethyl) ester (AK52) 
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As for bicyclononene AK2, but from bicyclononene AY3 (590 mg, 0.83 mmol), 
(roc.>2-memylammo-l-phenylethanol (377 mg, 2.49 mmol), DIPEA (0.568 mL, 
3.32 mmol), DMAP (25 mg, 0.21 mmol), HOBt (169 mg, 1.25 mmol) and 
5 EDC HC1 (239 mg, 1.25 mmol) in CH 2 C1 2 (10 mL). Purification by FC yielded 
the title compounds (117 mg, 17%). LC-MS: Rt = 7.50. 

(ra&HXR *» AS*>6-lCyclopropyl-(3^-dimethoxybenzyl)carbamoyl]-7-{4-[2- 
(23,6-trimethylphenoxy)ethyl]phenyl}-3^-diazabicyclo(3.3.1]non-6-ene-3^- 
10 dicarboxylic acid 3-ler*-butyl ester 9-(2^^-trichloro-l,l-dimethylethyl) ester 
(AK53) 

As for bicyclononene AK2, but from bicyclononene AY3 (590 mg, 0.83 mmol), 
cyclopropyK3,5-dimemoxybenzyl)amine (516 mg, 2.49 mmol), DIPEA (0.568 
15 mL, 3.32 mmol), DMAP (25 mg, 0.21 mmol), HOBt (169 mgi 1.25 mmol) and 
EDOHC1 (239 mg, 1.25 mmol) in CH 2 C1 2 (10 mL). Purification by FC yielded 
the title compound (258 mg, 35%). LC-MS: R* = 7.80. 

T 

{racyilR*, 5S*>-6-[Cyclopropyl-(2-/>-toIyIethyl)carbamoyl)-7-{4-[2-(2^,6- 
20 trimethylphenosy)ethyl]phenyl}-3^-diazabicycIo[3.3.1Jnon-6-ene-3^- 

dicarboxyuc acid 3-tert-buryl ester 9-(2^^-trichloro-l,l-dimethylethyl) ester 
(AK54) 

As for bicyclononene AK2, but from bicyclononene AY3 (590 mg, 0.83 mmol), 
25 cyclopropyK2-p-tolylemyl)amine (426 mg, 2.49 mmol), DIPEA (0.568 mL, 3.32 
mmol), DMAP (25 mg, 0.21 mmol), HOBt (169 mg, 1.25 mmol) and EDC HC1 
(239 mg, 1.25 mmol) in CH 2 C1 2 (10 mL). Purification by FC yielded the title 
compound (235 mg, 32%). LC-MS: Rt = 8.16. 

30 {rac.y(lR\ 5»S*)-6-{Cyclopropyl-[2-(2-hydro3grethyI)ben2yllcarbamoyl}-7-{4- 
[2-(23,6-trimethylphenoxy)ethyllphenyl}-3^-diazabicyclo[33.1]non-6-ene- 
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3,9-dicarboxylic acid 3-iert-butyl ester 9-(2^^-trichloro-l,l-dimethylethyl) 
ester (AK55) 

As for bicyclononene AK2, but from bicyclononene AY3 (1.18 g, 1.66 mmol), 
5 (2-anylbenzyl)cyclopropylamine (932 mg, 4.98 mmol), DIPEA (1.14 mL, 6.64 

mmol), DMAP (51 mg, 0.42 mmol), HOBt (338 mg, 2.50 mmol) and EDOHC1 

(478 mg, 2.50 mmol) in CH 2 C1 2 (20 mL). Purification by FC yielded the 

intermediate compound (613 mg, 42%). LC-MS: R< = 8.16. 

Then as for compound AT, but from the former intermediate compound (613 mg, 
10 0.697 mmol), NMO H 2 0 (141 mg, 1.05 mmol), and Os0 4 (2.5% in terr-BuOH, 

0.175 mL, 0.014 mmol) in THF (8 mL), terf-BuOH (4 mL) and water (2 mL). 

Purification of the residue by FC (EtOAc/heptane 1:1 -> EtOAc) yielded the 2 nd 

intermediate compound (348 mg, 55%). Rf= 0.05 (EtOAc/heptane 1:1). LC-MS: 

Rt = 7.31. 

15 Then as for compound AU, but from the 2 nd intermediate compound (348 mg, 
0.381 mmol) and NaI0 4 (122 mg, 0.571 mmol) in THF (6 mL) and water (2 mL). 
Drying the residue under high vacuum yielded the 3 rd intermediate compound 
(269 mg, 80%) that was used without further purification. LC-MS: R* = 7.29. 
Finally as for compound AV, but from the 3 rd intermediate compound (269 mg, 

20 0.305 mmol) and NaBHU (13 mg, 0.34 mmol) in MeOH (5 mL). Purification of 
the residue by FC (EtOAc/heptane 1:4 -> 2:3 -> 3:2 -» 4:1) yielded the title 
compound (210 mg, 78%). LC-MS: Rt= 7.55. 

(rac)~(lR*, 55T*)-6-[(2-Chlorobenzyl)cyclopropyIcarbamoyl]-7-{4-[2-(2- 
25 chloro^^dimethylphenoxy)ethoxy]phenyl}-3,9-diazabii^clo[33J]non^ 

ene-3,9~dicarboxylic acid 3-ter*-butyl ester 9-(2,2£-trichloro-l,l- 
dimethylethyl) ester (AK56) 

As for bicyclononene AK2, but from bicyclononene AY4 (596 mg, 0.80 mmol), 
30 (2-chlorobenzyl>cyclopropylamine (290 mg, 1.60 mmol), DEPEA (0.548 mL, 3.2 
mmol), DMAP (25 mg, 0.21 mmol), HOBt (135 mg, 1.00 mmol) and EDC HC1 
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(307 mg, 1.55 mmol) in CH 2 C1 2 (5 mL). Purification by FC yielded the title 
compound (451 mg, 74%). LC-MS: Rt= 1.30. 

(rac)-(lR* y 5^*)-6-l(2-Chlorobenzyl)ethylcarbamoylJ-7-{4-[2-(2-chloro-4,5- 
5 dimethylphenoxy)ethoxy]phenyl}-3^-diazabicyclop3.1]non-6-ene-3^-dicar- 
boxylic acid 3-terf-butyl ester 9-(2^-trichloro-l,l-dimethylethyI) ester 
(AK57) 

As for bicyclononene AK2, but from bicyclononene AY4 (596 mg, 0.80 mmol), 
10 (2^Morobenzyl)-emylaniine (Ishihara, Y; et al; Chem. Pharm. Bull., 1991, 39, 
3225; 290 mg, 1.60 mmol), DIPEA (0.548 mL, 3.2 mmol), DMAP (25 mg, 0.21 
mmol), HOBt (135 mg, 1.00 mmol) and EDCHC1 (307 mg, 1.55 mmol) in 
CH 2 C1 2 (5 mL). Purification by FC yielded the title compound (596 mg, 83%). 
LC-MS: R«= 1.30. 

15 

(rac.y{lR*, 55*>7-{4-[2-(2-Chloro-4^-dimethylphenoxy)ethoxylphenyl}-6- 
IcyclopropyH2-fluoroben^l)carbamoyl]-3^-diazabi<yclo[33.11non-6-ene- 
3,9-dicarboxylic acid 3-terf-butyl ester 9-(2,2£-trichloro-l,l-dimethylethyl) 
ester (AK58) 

20 

As for bicyclononene AK2, but from bicyclononene AY4 (596 mg, 0.80 mmol), 
cyclopropyl-(2-fluorobenzyl)amine (264 mg, 1.60 mmol), DIPEA (0.548 mL, 3.2 
mmol), DMAP (25 mg, 0.21 mmol), HOBt (135 mg, 1.00 mmol) and EDC HC1 
(307 mg, 1.55 mmol) in CH 2 C1 2 (5 mL). Purification by FC yielded the title 
25 compound (519 mg, 73%). LC-MS: R*= 1.29. 

(rac)-(JR *, 55*)-7-{4-[2-(2-Cliloro-4,5-dimethylphenoxy)ethoxy]phenyI}-6- 
[cyclopropyH3-trifluoromethylbcnzyl)carbamoyI|-3^-diazabicyclo[3.3.1J- 
non-6-ene-3,9-dicarboxybc acid 3-ferf-butyl ester 9-(2,2,2-trichloro-l,l- 
30 dimethylethyl) ester (AK59) 
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As for bicyclononene AK2, but from bicyclononene AY4 (596 mg, 0.80 mmol), 
cyclopropyH3-trifluoromethylbenzyl)amine (Brabander, H. J.; et aL; J. Org. 
Chem., 1967, 32, 4053; 344 mg, 1.60 mmol), DIPEA (0.548 mL, 3.2 mmol), 
DMAP (25 mg, 0.21 mmol), HOBt (135 mg, 1.00 mmol) and EDCHC1 (307 mg, 
5 1.55 mmol) in CH 2 C1 2 (5 mL). Purification by FC yielded the title compound 
(584 mg, 78%). LC-MS: R* = 1 .30. 

{rac)-{lR*, 55*)-7-{4-[2-(2-Chloro-4,5-diniethylpheno^)ethoxy]phenyl}-6- 
lcyclopropyl-(2-methylbenzy0carbamoyl]-3,9-diazabicyclo[3.3.1]non-6-ene- 
10 3,9-dicarboxylic acid 3-ter/-buryl ester 9-(2^^-trichloro-l,l-dimethylethyl) 
ester (AK60) 

As for bicyclononene AK2, but from bicyclononene AY4 (596 mg, 0.80 mmol), 
cyclopropyi-(2-methylbenzyl)amine (258 mg, 1.60 mmol), DIPEA (0.548 mL, 3.2 
15 mmol), DMAP (25 mg, 0.21 mmol), HOBt (135 mg, 1.00 mmol) and EDC HC1 
(307 mg, 1.55 mmol) in CH 2 C1 2 (5 mL). Purification by FC yielded the title 
compound (569 mg, 48%). LC-MS: Rt= 1.30. 

(roc)-(iJT*, 55*)-7-{4-[2-(2-Chloro-4^-dimethylphenoxy)ethoxylphenyl}-6- 
20 {cyclopropyl-l2-(4-methoxypheno^)ethyllcarbamoyl}-3^-diazabicyclo- 

[3.3.1}non-6-ene-3,9-dicarboxylic acid 3-tert-buryl ester 9-(2,2,2-trichloro-l,l- 
dimethylethyl) ester (AK61) 

As for bicyclononene AK2, but from bicyclononene AY4 (596 mg, 0.80 mmol), 
25 cyclopropyl-[2<4-memoxyphenoxy)emyl]amine (332 mg, 1.60 mmol), DIPEA 
(0.548 mL, 3.2 mmol), DMAP (25 mg, 0.21 mmol), HOBt (135 mg, LOO mmol) 
and EDC HC1 (307 mg, 1.55 mmol) in CH 2 C1 2 (5 mL). Purification by FC yielded 
the title compound (591 mg, 79%). LC-MS: Rt - 1.28. 



30 {rac)-{lR*, 55*)-7-{4-[2-(2-CMoro^^-dimethylphenoxy)ethoxy]phenyI}-6- 
{cyclopropyl-I2-(3-methoxyphenoxy)ethyl)carbamoyI}-3^-diazabicyclo- 
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[3.3.1]non-6-ene-3,9-dicarboxylic acid 3-/ert-butyl ester 9-(2,2,2-tricliloro-l,l- 
dimethylethyl) ester (AK62) 

As for bicyclononene AK2, but from bicyclononene AY4 (596 mg, 0.80 mmol), 
5 cyclopropyl-[2^3-methoxyphenoxy)e1hyl]amine (332 mg, 1.60 mmol), DIPEA 
(0.548 mL, 3.2 mmol), DMAP (25 mg, 0.21 mmol), HOBt (135 mg, 1.00 mmol) 
and EDCHC1 (307 mg, 1 .55 mmol) in CH 2 C1 2 (5 mL). Purification by FC yielded 
the title compound (584 mg, 77%). LC-MS: R» = 1 .28. 

10 (rac.}-{lR* t 55*)-7-{4-[2-(2-Cldoro^^-dimethylphenoxy)ethoxyJphenyI}-6- 
Icyclopropyl-(2-i»-tolyloxyethyl)carbamoyll-3^-diazabicyclo[3.3.1]non-6-ene- 
3,9-dicarboxylic acid 3-terf-butyI ester 9-(2,2£-tricMoro-l,l-dimethylethyI) 
ester (AK63) 

15 As for bicyclononene AK2, but from bicyclononene AY4 (596 mg, 0.80 mmol), 
cyclopropyl-(2-/*-tolyloxyerayl)amine (306 mg, 1.60 mmol), DIPEA (0.548 mL, 
3.2 mmol), DMAP (25 mg, 0.21 mmol), HOBt (135 mg, 1.00 mmol) and 
EDC HC1 (307 mg, 1.55 mmol) in CH 2 C1 2 (5 mL). Purification by FC yielded the 
title compound (525 mg, 71%). LC-MS: R» = 1.30. 

20 

(rac.)-(lR*, 55 , ^7-{4-[2-(2-Chloro-4^-dimethylphenoxy)ethoxy]phenyl}-6- 
(<^clopropyIphenethylcarbamoyl)-3^-diazabicyclo[3.3.11non-6-ene-3,9- 
dicarboxylic acid 3-ter/-butyl ester 9-(2^-trichloro-l,l-dimethylethyI) ester 
(AK64) 

25 

As for bicyclononene AK2, but from bicyclononene AY4 (596 mg, 0.80 mmol), 
cyclopropyl-phenemylamine (Smith, P. W.; et ai; J. Med Chem., 1998, 41, 787; 
258 mg, 1.60 mmol), DIPEA (0.548 mL, 3.2 mmol), DMAP (25 mg, 0.21 mmol), 
HOBt (135 mg, 1.00 mmol) and EDC HC1 (307 mg, 1.55 mmol) in CH 2 C1 2 (5 
30 mL). Purification by FC yielded the title compound (360 mg, 50%). LC-MS: Rt 
= 1.30. 
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{racyilR*, 5S*)-7-{4-[2K2-CWoi^^diniethylphenoxy)ethoxy]phcnyl}-6- 
{[2-(2-cMorophenyI)ethylJcyclopropylcarbamoyl}-3^-diazabicyclo[33.1]non- 
6-ene-3,9-dicarboxylic acid 3-tert-buiyl ester 9-(2,2,2-tricUor©-l,l-diinethyl- 
ethyl) ester (AK65) 

5 

As for bicyclononene AK2, but from bicyclononene AY4 (596 mg, 0.80 mmol), 
[2-(2-cbloro-phenyl)etbyl]cyclopropylamine (313 mg, 1.60 mmol), DIPEA (0.548 
mL, 3.2 mmol), DMAP (25 mg, 0.21 mmol), HOBt (135 mg, 1.00 mmol) and 
EDCHC1 (307 mg, 1 .55 mmol) in CH 2 C1 2 (5 mL). Purification by FC yielded the 
10 title compound (572 mg, 76%). LC-MS: Rt = 1 .30. 

(rac.y(lR*, 55*>7-{4-[2K2^hloro^^-dimethylphenoxy)ethoxy]phenyl}-6- 
{cyclopropyl-[2-(23-diflnorophenyl)ethyl]carbamoyl}-34>-diazabicycloI3.3.11- 
non-6-ene~3,9-dicarboxylic acid 3-fert-butyl ester 9-(2,2,2-tricliloro-l,l- 
15 dimethylethyl) ester (AK66) 

As for bicyclononene AK2, but from bicyclononene AY4 (596 mg, 0.80 mmol), 
cyclopropyl42<2,3-dmuorophenyl)emyl]amine (316 mg, 1.60 mmol), DIPEA 
(0.548 mL, 3.2 mmol), DMAP (25 mg, 0.21 mmol), HOBt (135 mg, 1.00 mmol) 
20 and EDC HC1 (307 mg, 1 .55 mmol) in CH 2 C1 2 (5 mL). Purification by FC yielded 
the title compound (584 mg, 79%). LC-MS: R» - 1.29. 

(ra&MJ* * 55*)-7-{4-l2-(2-CbJoro-4,5-dimethylpbenoxy)ethoxy]phenyl}-6- 
{cyclopropyI-[2-(4-fluorophenyI)ethyl]carbamoyl}-34)-diazabicycIo[33.11non- 
25 6-ene-3,9-dicarboxyIic acid 3-ferf-butyI ester 9-(2^-tricbJoro-l,l-dimethyl- 
ethyl) ester (AK67) 

As for bicyclononene AK2, but from bicyclononene AY4 (596 mg, 0.80 mmol), 
cyclopropyl-[2K4-fluorophenyl)emyl]amine (287 mg, 1.60 mmol), DIPEA (0.548 
30 mL, 3.2 mmol), DMAP (25 mg, 0.21 mmol), HOBt (135 mg, 1.00 mmol) and 
EDC HC1 (307 mg, 1.55 mmol) in CH 2 C1 2 (5 mL). Purification by FC yielded the 
title compound (616 mg, 84%). LC-MS: R< = 1.28. 
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(rac.y{lR* t 55*>7-{4-[2-(2-Chloro-4^-dimethylphenoxy)ethoxy]phenyl}-6- 
[cyclopropyH2^tofyIethyl)carbamoyll-3^-diazabicydo[3.3.1]non-6-cne-34>- 
dicarboxylic acid 3-fert-butyl ester 9-(2^^-trichloro-l,l-dimethylethyI) ester 
5 (AK68) 

As for bicyclononene AK2, but from bicyclononene AY4 (596 mg, 0.80 mmol), 
cyclopropyH2-o-tolyletbyl)amine (280 mg, 1.60 mmol), D1PEA (0.548 mL, 3.2 
mmol), DMAP (25 mg, 0.21 mmol), HOBt (135 mg, 1.00 mmol) and EDC HC1 
10 (307 mg, 1.55 mmol) in CH 2 C1 2 (5 mL). Purification by FC yielded the title 
compound (556 mg, 76%). LC-MS: = 1 .28. 

l:l-Mixture of {rac)-(lR*, 5^*)-7-{4-[2-(2-chloro-4^-dimethylphenoxy)- 
etboxy]pbenyl)-6-l((2it*)-2-hydroxy-2-phenylethyl)methylcarbamoyl)-3^- 
15 diazabicyclo[33.1]non-6-ene-3,9-dicarboxylic acid 3-tert-butyl ester 9-(2,2,2- 
trichloro-l,l-dimethylethyl) ester and (rac)-(lR*, 5^*)-7-{4-[2-(2-cbJoro-4,5- 
dimethyIphenoxy)ethoxy]phenyl}-6-I((2S^-2-hydrory-2-phenylethyl)methyK 
carbamoyI]-3,9-dlazabicyclo[33.11non-6-ene-3^-dicarb03tylic acid 2-tert- 
butyl ester 9-(2^^-tricbJoro-l,l-dimethyIethyO ester (AK69) 

20 

As for bicyclononene AK2, but from bicyclononene AY4 (596 mg, 0.80 mmol), 
(raa>-2-memylamino-l-phenylethanol (242 mg, 1.60 mmol), DIPEA (0.548 mL, 
3.2 mmol), DMAP (25 mg, 0.21 mmol), HOBt (135 mg, 1.00 mmol) and 
EDC-HC1 (307 mg, 1.55 mmol) in CH2CI2 (5 mL). Purification by FC yielded the 
25 title compounds (380 mg, 54%). LC-MS: R«= 1.23. 

(raa)-(lR*, 55*>7-{4-[2-(2-Chloro-4^-dimethylphenoxy)ettioxy]phenyl}-6- 
[cyc!opropyl-(3^dimethoxybeii2yI)carbamoylJ-3,9-diazabicyclo[33.1]non-6- 
ene-3,9-dicarboxylic acid 3-/e/*-butyl ester 9-(2,2^-trichloro-14-dimethyl- 
30 ethyl) ester (AK70) 
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As for bicyclononene AK2, but fiom bicyclononene AY4 (596 mg, 0.80 mmol), 
<^clopropyH3,5-dime1hoxyben2yl)amine (332 mg, 1.60 mmol), DIPEA (0.548 
mL, 3.2 mmol), DMAP (25 mg, 0.21 mmol), HOBt (135 mg, 1.00 mmol) and 
EDC HC1 (307 mg, 1.55 mmol) in CH2CI2 (5 mL). Purification by FC yielded the 
5 title compound (619 mg, 83%). LC-MS: R,= 1.28. 

(rac.y(lR*> 5S*>7-{4-[2-(2-Chloro-4^-dimethylphenMy)ethoxy]phenyl}-6- 
[cyclopropyH2^tolylethyI)carbamoyIl-3^-diazabicyclo[33.1]non-6-ene-3^- 
dicarboxytic acid 3-tert-butyl ester 9-(2^^-trichloro-l,l-dimethylethyI) ester 
10 (AK71) 

As for bicyclononene AK2, but from bicyclononene AY4 (596 mg, 0.80 mmol), 
cyclopropyl-(2-^tolylemyl)amine (280 mg, 1.60 mmol), DIPEA (0.548 mL, 3.2 
mmol), DMAP (25 mg, 0.21 mmol), HOBt (135 mg, 1.00 mmol) and EDCHC1 
15 (307 mg, 1.55 mmol) in CH 2 C1 2 (5 mL). Purification by FC yielded the tide 
compound (619 mg, 83%). LC-MS: R« = 1 .28. 

(ra&HtR*> 55*)-7-{4-p-(2-Chloro-4,5-dimethylphenoxy)ethoxy]phenyl}-6- 
{cyclopropyI-I2-(2-hydro^ethyI)beiizyllcarbamoyl}-3^diazabicyclo[33.1]- 
20 non-6-ene-3,9-dicarboxylic acid 3-/«*f-butyl ester 9-(2,2,2-trichloro-l ) l- 
dimethy 1-ethyl) ester (AK72) 

As for bicyclononene AK2, but from bicyclononene AY3 (1.00 g, 1.34 mmol), 
(2-aUylbenzyl)cyclopropylamine (752 mg, 4.02 mmol), DIPEA (0.918 mL, 5.26 
25 mmol), DMAP (41 mg, 0.34 mmol), HOBt (199 mg, 1.47 mmol) and EDC HC1 
(385 mg, 2.01 mmol) in CH 2 C1 2 (15 mL). Purification by FC yielded the 
intermediate compound (845 mg, 69%). R f = 0.45 (EtO Ac/heptane 1:1). LC-MS: 
Pm = 7.85. 

Then as for compound AT, but from the former intermediate compound (845 mg, 
30 0.926 mmol), NMOH 2 0 (150 mg, 1.11 mmol), and Os0 4 (2.5% in ter/-BuOH, 
0.173 mL, 0.014 mmol) in THF (8 mL), terr-BuOH (4 mL) and water (2 mL). 
Purification of the residue by FC (EtOAc/heptane 1:1 -> EtOAc -> MeOH/EtOAc 
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1:9) yielded the 2 Qd intermediate compound (616 mg, 70%). R* = 0.05 
(EtOAc/heptane 1:1). LC-MS: R* = 7.04. 

Then as for compound AU, but from the 2 nd intermediate compound (616 mg, 
0.649 mmol) and NaI0 4 (208 mg, 0.973 mmol) in THF (6 mL) and water (2 mL). 

5 Drying the residue under high vacuum yielded the 3 rd intermediate compound 
(477 mg, 80%) that was used without further purification. LC-MS: Rt = 7.43. 
Finally as for compound AV, but from the 3 rd intermediate compound (477 mg, 
0.520 mmol) and NaBHLj (22 mg, 0.57 mmol) in MeOH (5 mL). Purification of 
the residue by FC (EtOAc/heptane 1:4 2:3 -» 3:2 -» 4:1) yielded the title 

10 compound (210 mg, 78%). Rf= 0.10 (EtOAc/heptane 1:1). LC-MS: Rt = 7.26. 

(rac.y{lR *, 5iS*)-7-{4-[2^4-Bromophenoxy)etho3ylphenyI}-6-[(2-chloro- 
benzyl)<yclopropylcarbamoyll-3,9-diazabicyclo[33.1]non-6-ene-3^-dicari>^ 
xylic acid 3-ter*-butyl ester 9-(2Jt>trichloro-l,l-dimethylethyl) ester (AK73) 

15 

As for bicyclononene AK2, but from bicyclononene AYS (534 mg, 0.7 mmol), (2- 
chlorobenzyl>cyclopropylamine (200 mg, 1.10 mmol), DIPEA (0.479 mL, 2.8 
mmol), DMAP (21 mg, 0.18 mmol), HOBt (113 mg, 0.84 mmol) and EDOHC1 
(211 mg, 1.1 mmol) in CH 2 C1 2 (7 mL). Purification by FC yielded the title 
20 compound (263 mg, 39%). LC-MS: R« = 1 .28. 

(rac)-{lR*i 55*)-6^enzyleyclopropylcarbamoyI)-7-{4-I2-(4«bromophenoxy)- 
ethoxy]phenyl}-3^-diazabicyclo[33.11non-6-ene-3^-dicarboxylic acid 3-tert- 
butyl ester 9-(2^,2-trichloro-l,l-dimethylethyl) ester (AK74) 

25 

As for bicyclononene AK2, but from bicyclononene AY5 (534 mg, 0.7 mmol), 
benzylcyclopropyl-amine (Loeppky, R. N.; et aL, J. Org. Chem., 2000, 65 9 96; 
162 mg, 1.10 mmol), DIPEA (0.479 mL, 2.8 mmol), DMAP (21 mg, 0.18 mmol), 
HOBt (1 13 mg, 0.84 mmol) and EDC HC1 (21 1 mg, 1.1 mmol) in CH 2 C1 2 (7 mL). 
30 Purification by FC yielded the title compound (263 mg, 39%). LC-MS: R< = 1 2.6. 
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(raa)-(JJ?*, 55*)-7-{4-[2-(4-Bromophenoxy)ethoxy]phenyl}-6-[(2-cUoro- 
ben2yl)ethylcarbamoyl]-3^-diazabicyclo[33.1]non-^-ene-3^-dicarboxyBc 
acid 3-ferf-butyI ester 9-(2^^-trichloro-l,l-dimethylethyl) ester (AK75) 

5 As for bicyclononene AK2, but from bicyclononene AYS (534 mg, 0.7 mmol), (2- 
chlorobeDzyl)-ethyIamine (Ishihara, Y; et aL; Chem. Pharm. Bull, 1991, 39, 
3225; 187 mg, 1.10 mmol), DIPEA (0.479 mL, 2.8 mmol), DMAP (21 mg, 0.18 
mmol), HOBt (113 mg, 0.84 mmol) and EDOHC1 (21 1 mg, 1.1 mmol) in CH2CI2 
(7 mL). Purification by FC yielded the title compound (204 mg, 32%). LC-MS: 

10 R,= 1.28. 

(rac)-(lR*, 55 , *)-7-{4-[2-(4-Bromophenojy)ethoxy]phenyl}-6-Icyclopropyl-(2- 
fluoroben^l)carbamoylJ-3^-diazabicyclo[33.11non-6-ene-3^-dicarboxylic 
acid 3-tert-butyl ester 9-(2^^-trichloro-l,l-dimethylethyl) ester (AK76) 

15 

As for bicyclononene AK2, but from bicyclononene AYS (534 mg, 0.7 mmol), 
cyclopropyK2-fluorobenzyl)amine (182 mg, 1.10 mmol), DIPEA (0.479 mL, 2.8 
mmol), DMAP (21 mg, 0.18 mmol), HOBt (113 mg, 0.84 mmol) and EDC-HC1 
(211 mg, 1.1 mmol) in CH 2 C1 2 (7 mL). Purification by FC yielded the title 
20 compound (233 mg, 37%). LC-MS: R, = 1.27. 

(rac)-(lR* t 55 , *)-7-{4-[2-(4-Bromophenoxy)ethoxylphenyl}-6-[cyclopropyl-(3- 
rrifluoromethylben2yl)carbamoyll-3^-diazabicyclo[33.1]non-6-ene-3^- 

dicarboxylic acid 3-tert-butyl ester 9-(2^-trichloro-l,l-d™»ethylethy0 ester 

25 (AK77) 

As for bicyclononene AK2, but from bicyclononene AY5 (534 mg, 0.7 mmol), 
cyclopropyl-(3-trifluoromemylbenzyl)amine (Brabander, H. J.; et a/.; J. Org. 
Chem. y 1967, 32, 4053; 237 mg, 1.10 mmol), DIPEA (0.479 mL, 2.8 mmol), 
30 DMAP (21 mg, 0.18 mmol), HOBt (1 13 mg, 0.84 mmol) and EDC HC1 (211 mg, 
1.1 mmol) in CH 2 C1 2 (7 mL). Purification by FC yielded the title compound (276 
mg, 41%). LC-MS: Pm = 1.27. 



WO 03/093267 



194 



PCT/EP03/03721 



methylbenzy0carbamoyIl-3^^azabicycIoI33.1]non-6-ene-3^-dicarboxylic 
acid 3-terf-butyl ester 9-(2;2,2-tricIUor©-l,l-dimethylethyi) ester (AK78) 

5 

As for bicyclononene AK2, but from bicyclononene AYS (534 mg, 0.7 mmol), 
cyclopropyK2-me^ylbenzyl)amine (178 mg, 1.10 mmol), DIPEA (0.479 mL, 2.8 
mmol), DMAP (21 mg, 0.18 mmol), HOBt (113 mg, 0.84 mmol) and EDCHC1 
(211 mg, 1.1 mmol) in CH 2 C1 2 (7 mL). Purification by FC yielded the title 
10 compound (171 mg, 27%). LC-MS: R, = 1.26. 

(rac.)-{lR*, 55*)-7-{4-|2-(4-Bromophenoxy)ethoxy]phenyl}-6-{cyclopropyl-l2- 
(4-metho^phenoxy)ethyl]carbamoyl}-3^-dia2abiqrclo[33.1]non-6-ene-3,9- 
dicarboxylic acid 3-tert-butyl ester 9-(2^^-trichloro-l,l-dimethylethyI) ester 
15 (AK79) 

As for bicyclononene AK2, but from bicyclononene AY5 (534 mg, 0.7 mmol), 
cyclopropyl-[2<4-memoxyphenoxy)emyl]aniine (228 mg, 1.10 mmol), DIPEA 
(0.479 mL, 2.8 mmol), DMAP (21 mg, 0.18 mmol), HOBt (113 mg, 0.84 mmol) 
20 and EDC HC1 (21 1 mg, 1.1 mmol) in CH 2 C1 2 (7 mL). Purification by FC yielded 
the title compound (190 mg, 29%). LC-MS: R, = 1 .26. 

(racj-ilR*, 55*)-7-{4-l2-<4-Bromophenoxy)ethoxy]phenyl}-6-{cyclopropyl-|2- 
(3,4-dimethyIpheno^)ethyllcarbamoyl}-3,9-diazabicyclo[33.11non-6-ene-3^- 
25 dicarboxylic acid 3-tert-butyl ester 9-(2^^-trichloro-l,l-dimethyIethyI) ester 
(AK80) 

As for bicyclononene AK2, but from bicyclononene AY5 (700 mg, 0.918 mmol), 
cyclopropyl-[2K3,4-dimemylphenoxy)emyl]amine (565 mg, 2.75 mmol), DIPEA 
30 (0.628 mL, 3.67 mmol), DMAP (28 mg, 0.23 mmol), HOBt (136 mg, 1.01 mmol) 
and EDC HC1 (264 mg, 1.38 mmol) in CH 2 C1 2 (10 mL). Purification by FC 
yielded the title compound (199 mg, 23%). LC-MS: Rt = 7.76. 
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(rac}-{W*> 55*>7-{4-[2-(4-Bromophenoxy)ethoxy]phenyl}-6-{[2-(2-chloro- 
pheny!)ethyllcyclopropyIcarbanioyl}-3,9-diazabicyclo[33.1]non-6-ene-3^- 
dicarboxylic acid 3-<ert-butyl ester 9-(2^^-trichloro-l,l-dimethylethyI) ester 
5 (AK81) 

As for bicyclononene AK2, but from bicyclononene AYS (700 mg, 0.918 mmol), 
[2-(2-chloro-phenyl)ethyl]cyclopropylamine (538 mg, 2.75 mmol), DIPEA (0.628 
mL, 3.67 mmol), DMAP (28 mg, 0.23 mmol), HOBt (136 mg, 1.01 mmol) and 
10 EDCHC1 (264 mg, 1.38 mmol) in CH 2 C1 2 (10 mL). Purification by FC yielded 
the title compound (256 mg, 30%). LC-MS: R, = 7.70. 

(racyilR *, 55*)-7-{4-[2-(4-Bromophenoxy)ethoxylphenyl}-6-{cyclopropyl-[2- 
(23-difluorophenyl)ethyl]carbamoyl}-3,9-diazabicyclo[33.1]non-6-ene-3,9- 
15 dicarboxyKc acid 3-terf-butyl ester 9-(2^^-trichloro-l,l-d»methylethyI) ester 
(AK82) 

As for bicyclononene AK2, but from bicyclononene AY5 (700 mg, 0.918 mmol), 
cyclopropyl-[2-(23Kimuorophenyl)ethyl]amine (542 mg, 2.75 mmol), DIPEA 
20 (0.628 mL, 3.67 mmol), DMAP (28 mg, 0.23 mmol), HOBt (136 mg, 1 .01 mmol) 
and EDC HC1 (264 mg, 1.38 mmol) in CH 2 C1 2 (10 mL). Purification by FC 
yielded the title compound (245 mg, 28%). LC-MS: R» = 7.55. 

(roc.)-(iJt*,55*)-7-{4-I2-(4-Bromophenoxy)ethoxy]phenyl}-6-{cyclopropyl-I2- 
25 (4-fluorophenyl)ethyl]carbamoyl}-3^-diazabicyclo[33.11non-6-ene-3,9-dicar- 
boxylic acid 3-/erf-butyl ester 9-(2,2,2-trichloro-l,l-dimethylethyl) ester 
(AK83) 

As for bicyclononene AK2, but from bicyclononene AY5 (700 mg, 0.918 mmol), 
30 cyclopropyl-[2-(4-fluorophenyl)emyl]amine (493 mg, 2.75 mmol), DIPEA (0.628 
mL, 3.67 mmol), DMAP (28 mg, 0.23 mmol), HOBt (136 mg, 1.01 mmol) and 
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EDCHC1 (264 mg, 1.38 mmol) in CH 2 C1 2 (10 mL). Purification by FC yielded 
the title compound (220 mg, 26%). LC-MS: Rt = 7.51. 

(racyilR** 55*)-7-{4-[2-(4-Bromophenoxy)ethoxy]plienyl}-6-[cyclopropyH2- 
5 <KtoIylethyI)carbamoyl]-3,9-diazabicyclo[33.1]non-6-ene-3^-dicarboxylic 
acid 3-tert-butyl ester 9-(2,2,2-trichloro-14-dimethylethyl) ester (AK84) 

As for bicyclononene AK2, but from bicyclononene AY5 (700 mg, 0.918 mmol), 
cyclopropyK2-o-tolylefoyl)amine (482 mg, 2.75 mmol), DIPEA (0.628 mL, 3.67 
10 mmol), DMAP (28 mg, 0.23 mmol), HOBt (136 mg, 1.01 mmol) and EDCHC1 
(264 mg, 1.38 mmol) in CH 2 C1 2 (10 mL). Purification by FC yielded the title 
compound (252 mg, 30%). LC-MS: R< = 7.66. 

(rac.y{lR*, 55*)-7-{4-[2-(4-Bromophenoxy)ethoxy]phenyl}-6-[cyclopropyl- 
1 5 (3^-dimethoxybenzy0carbainoyl]-3^-diazabicyclo[33.1]non-6-ene-3^- 

dicarboxy-lic acid 3-terf-butyl ester 9-(2^^-tricbloro-l,l-dimethylethyI) ester 
(AK85) 

As for bicyclononene AK2, but from bicyclononene AY5 (700 mg, 0.918 mmol), 
20 <^clopropyl-(3,5-dimethoxy-ben2yl>amine (570 mg, 2.75 mmol), DIPEA (0.628 
mL, 3.67 mmol), DMAP (28 mg, 0.23 mmol), HOBt (136 mg, 1.01 mmol) and 
EDC-HC1 (264 mg, 138 mmol) in CH 2 C1 2 (10 mL). Purification by FC yielded 
the title compound (242 mg, 28%). LC-MS: R« = 7.42. 

25 (rac)-(lR*, 5S*)-7-{4-[2-(4-Bromophenoxy)ethoxylphenyl}-6-[cyclopropyl-(2- 
p-toIylethyl)carbamoyl]-3^-diazabicyclo[33.1]non-6-ene-3,9-dicarbo^rlic 
acid 3-tert-butyl ester 9-(2,2,2-tricMoro-l,l-dimethylethyI) ester (AK86) 

As for bicyclononene AK2, but from bicyclononene AY5 (700 mg, 0.918 mmol), 
30 cyclopropyl-(2-/7-tolylethyl)amine (482 mg, 2.75 mmol), DIPEA (0.628 mL, 3.67 
mmol), DMAP (28 mg, 0.23 mmol), HOBt (136 mg, 1.01 mmol) and EDC HC1 
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(264 mg, 1.38 mmol) in CH 2 C1 2 (10 mL). Purification by FC yielded the title 
compound (246 mg, 29%). LC-MS: R* = 7.66. 

(rac}-(lR*, 5,S*)-7-{4-[2-(4-Bromophenoxy)ethoxylphenyI}-6-{cyclopropyl-[2- 
5 (2-hydroxyethyI)ben^llcarbanioyl}-3 > 9-diazabicyclol33.1]non-6-ene-3^- 

dicarboxylic acid 3-teri-butyl ester 9<2,2,2-tricMoro-l,l-dimethylethyI) ester 
(AK87) 

As for bicyclononene AK2, but from bicyclononene AY5 (1.00 g, 1.31 mmol), (2- 
10 aUylbenzyl)cyclopropylarnine (752 mg, 4.02 mmol), DIPEA (0.918 mL, 5.26 
mmol), DMAP (41 mg, 0.34 mmol), HOBt (199 mg, 1.47 mmol) and EDCHC1 
(385 mg, 2.01 mmol) in CH 2 C1 2 (15 mL). Purification by FC yielded the 
intermediate compound (875 mg, 72%). R f = 0.45 (EtOAc/heptane 1:1). LC-MS: 
Rt = 7.69. 

15 Then as for compound AT, but from the former intermediate compound (875 mg, 
0.939 mmol), NMOH 2 0 (152 mg, 1.13 mmol), and Os0 4 (2.5% in terf-BuOH, 
0.236 mL, 0.019 mmol) in THF (8 mL), /ert-BuOH (4 mL) and water (2 mL). 
Purification of the residue by FC (EtOAc/heptane 1 :1 -» EtOAc -» MeOH/EtOAc 
1:9) yielded the 2 nd intermediate compound (310 mg, 34%). Rf = 0.05 

20 (EtOAc/heptane 1:1). LC-MS: Rt = 6.86. 

Then as for compound AU, but from the 2 nd intermediate compound (310 mg, 
0.321 mmol) and NaI0 4 (139 mg, 0.481 mmol) in THF (6 mL) and water (2 mL). 
Drying the residue under high vacuum yielded the 3 rd intermediate compound 
(239 mg, 80%) that was used without further purification. LC-MS: Rt = 7.29. 

25 Finally as for compound AV, but from the 3 rd intermediate compound (239 mg, 
0.256 mmol) and NaBRt (11 mg, 0.28 mmol) in MeOH (5 mL). Purification of 
the residue by FC (EtOAc/heptane 1:4 -+ 2:3 -> 3:2 ->• 4:1) yielded the title 
compound (170 mg, 71%). R f = 0.10 (EtOAc/heptane 1:1). LC-MS: Rt = 7.13. 



30 Compounds of type AL 
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(racHU**> 55*)-7-{4-[2-(2-Bromo-5-flnorophenoxy)ethyllphenyl}-6-(naethyl- 
phenethylcari>amoyI)-3,9-diazabicyclo[33.1]iion-6-ene-9-carboxyUc acid 
2^^-trichloro-l,l-dimethylethyI ester hydrochloride salt (AL1) 

5 A sol. bicyclononene AK1 (540 mg, 0.61 mmol)I in CH 2 C1 2 (10 mL) was cooled 
to 0°C. HCl/dioxane (4M, 10 mL) was added and the ice bath was removed. 
After 4 h stirring at rt the solvents were removed under reduced pressure and the 
residue dried under high vacuum. The crude was used without further 
purification. 

10 

{rac)-ilR* y 55*)-6-[(2-Chlorobenzyl)cyclopropylcarbamoyll-7-{4-[3-(23,6- 
trifluorophenoxy)propyllphenyl}-3^>-diazabicyclo[3.3.11iion-6-ene-9-carboxy- 
lic acid 2,2,2-tricMoro-l,l-diinethyl-ethyl ester hydrochloride salt (AL2) 

15 As for compound AL1 but from bicyclononene AK2 (407 mg, 0.47 mmol) in 
CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R* = 1.06; ES+: 796.34. 

{racyilR *, 55*>6HBenzylcyclopropylcarbamoyl)-7-{4-[3-(2^,6-trifluoro- 
phenoxy)propyl]phenyI}-3,9-diazabicyclo[33.11non-6-ene-9-carboxylic acid 
20 2,2,2-trichloro-l,l-dimethyl-ethyl ester hydrochloride salt (AL3) 

As for compound AL1 but from bicyclononene AK3 (570 mg, 0.65 mmol) in 
CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: = 1.04; ES+: 766.34. 

25 (rac.y(lR*y 55*)-6-[(2-Chlorobenzyl)ethylcarbamoylJ-7-{4-[3-(2^,6-trifluoro- 
phenoxy)propyl]phenyl}-3,9-diazabicyclol33.1]non-6-ene-9-carboxylic acid 
2^^-trichloro-l,l-dimethylethyl ester hydrochloride salt (AL4) 

As for compound AL1 but from bicyclononene AK4 (about 0.55 mmol) in 
30 CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R» = 1 .19; ES+: 78625. 
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(raa)-(lR*, 55*)-6-[CyclopropyK2-fluorobenzyI)carbamoyll-7-{4-[3-(2^,6- 
triflnorophenosy)propyl]-phenyl}-3^-diazabicycloI33.11noii-6-ene-9- 
carboxylic acid 2^,2-tricbJoro-l,l-<ibiiethylethyl ester hydrochloride salt 
(AL5) 

5 

As for compound AL1 but from bicyclononene AKS (about 0.55 mmol) in 
CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: Rt = 1.18; ES+: 782.28. 

(rac.y(lR*, 55*)-6-[CyclopropyH3-trifluoromethyIbenzy^carbamoyll-7-{4- 
10 [3-(23,6-trillnorophenoxy)propyl]phenyl}-3^-diazabicyclo[3J.llnon-6-ene- 
9-carboxyIic acid 2^^-trichloro-l,l-dimethylethyI ester hydrochloride salt 
(AL6) 

As for compound AL1 but from bicyclononene AK6 (about 0.55 mmol) in 
15 CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R,= U0. 

(raa)-(lR *, 55*)-6-[Cyclopropyl-(2-methylbemqrI)ca»"bamoyll-7-{4-[3-(2^,6- 
trffluoropheno^)propyllphenyl}-3^iazabicyclo[33.11non-6-ene-9-carboxy- 
lic acid 2^^-trichloro-l,l-dimethylethyl ester hydrochloride salt (ALT) 

20 

As for compound AL1 but from bicyclononene AK7 (about 0.55 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R, = 1.21; ES+: 778.30. 

(rac}-ilR*y 55*)-6-ICyclopropyl-(4-metho^yphenoxymethyI)carbamoyll-7-{4- 
25 [3-(23,6-tiTfluorophenoxy)propyllphenyl}-3^iazabicyclo[3Ja|non-6-ene- 
9-carboxylic acid 2^-trichloro-l,l-dimethylethyl ester hydrochloride salt 
(AL8) 



As for compound AL1 but from bicyclononene AK8 (about 0.55 mmol) in 
30 CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: = 1 .21 . 
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(raaHJR* 9 55*)^[CyclopropyH3-metho3qTphenoxymethy0carbamoyl]-7-{4. 
[:H23,6-trifluorophenoxy)p^ 

9-carboxylic acid 2^^-trichloro-l,l-dimethyIethyI ester hydrochloride salt 
(AL9) 

5 

As for compound AL1 but from bicyclononene AK9 (about 0.55 mmol) in 
CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R< = 1.18. 

(rac.y(lR* 9 5S*)^Cyclopropyl-m-tolyIoxy^ 
10 trifluorophenoxy)propyllphenyl}-3^^azabicycloI33.1]iion-6-ene-9-carboxy- 
lic acid 2>2^-trichloro-l,l-dimethyIethyl ester hydrochloride salt (ALIO) 

As for compound AL1 but from bicyclononene AK10 (about 0.55 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: Rt = 1 .24. 

15 

(rac.y(lR *, 5.S*)^[CtyclopropyH3,4Mto 

{4-[3-(23,6-trifluorophenoxy)propyllphenyl}-3^^iazabicyclo[33.1Jno 
ene-9-carboxylic acid 2^^-trichloro-l,l-dimethyIethyl ester hydrochloride 
salt (ALII) 

20 

As for compound AL1 but from bicyclononene AK11 (about 0.55 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: Rt = 1.28. 

(rac)-(lR * f 5jS*)^(Cyclopropylphenethy 
25 phenoxy)propylJphenyl}-3,9-diazabicyclo[33.11non-6-ene-9-carboxylic acid 
2 9 2 9 2-trichloro-l,l-dimethylethyI ester hydrochloride salt (AL12) 

As for compound AL1 but from bicyclononene AK12 (about 0.55 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: Rt « 1.18; ES+: 778.30. 

30 

(rac.y(lR * 5*S*)-6-{[2-(2^:hlorophenyl)ethyl]cycIopropylcarbamoyl}-7-{4-[3- 
(23,6-trifluorophenoxy)propyllphenyl}-3,9»diazabicyclol33ainon-6^ne«9- 
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carboxylic acid 2^>trichloro-l,l-dimethylethyI ester hydrochloride salt 
(AL13) 

As for compound AL1 but from bicyclononene AK13 (about 0.55 mmol) in 
5 . CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R, = 1 .21 . 

{rac.y{lR*, 55*)-6-{Cyclopropyl-[2-(2^-difluorophenyl)ethyl]carbamoyl}-7- 
{4-I3-(23,6-trifluorophenoxy)propyIlphenyI}-3^-diazabicyclo[33.11non-6- 
ene-9-carboxyIic acid 2^^-trichIoro-l,l-dimethylethyl ester (AL14) 

10 

As for compound AL1 but from bicyclononene AK14 (about 0.55 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R» = 1.21. 

(rac.y{lR*, 55*>6-{Cyclopropyl-[2-(4-fluorophenyl)ethyl]carbamoyl}-7-{4- 
15 l3-(23,6-trifluorophenoxy)propyl]pheny!}-3,9Hliazabicyclo[33.1]non-6HJne- 
9-carboxylic acid 2^^-trichloro-l,l-dimethylethyI ester hydrochloride salt 
(AL15) 

As for compound AL1 but from bicyclononene AK15 (about 0.55 mmol) in 
20 CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R, = 1.18; ES+: 796.28. 

(racy{lR\ 5^^-6-IC^clopr«pyH2w»-tolylethyl)carbamoyI]-7-{4-l3-<2^,6-tri- 
fluorophenoxy)propyllphenyl}-3,9-dia2a-bicyclol33.11non-6-ene-9-carboxyUc 
acid 2^-MchIoro-l,l-dimethylethyl ester hydrochloride salt (AL16) 

25 

As for compound AL1 but from bicyclononene AK16 (about 0.55 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R« = 1.21; ES+: 794.30. 

(racy-ilR *, 55^-6-[Cyclopropyl-(3^-dimethoxybenzyl)carbamoyl]-7-{4-[3- 
30 (23,6-trilluorophenoxy)propyl)phenyl}-3,9^iazabicyclo[33ainon-6-ene-9- 
carboxylic acid 2^^-trichIoro-l,l-dime*bylethyl ester hydrochloride salt 
(AL17) 
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As for compound AL1 but from bicyclononene AK17 (about 0.55 mmol) in 
CH 2 C1 2 (5 mL) and HCI/dioxane (4M, 5 mL). LC-MS: R, = 1.16. 

5 (rac)-{JR*, 55*>^[Cyclopropyl-(2-/^totylethyI)carbanioyl]-7-{4-|3-(2^,6-tri- 
fluorophenoxy)propyllphenyl}-3,9^iazabieyclo[33.1]non-6-ene-9-carboxyMc 
acid 2£;Z-tricMoro-l,l-dimethylethyl ester hydrochloride salt (A3L18) 

As for compound AL1 but from bicyclononene AK18 (about 0.55 mmol) in 
10 CH2CI2 (5 mL) and HCI/dioxane (4M, 5 mL). LC-MS: Rt = 1.22; ES+: 792.30. 

{rac.)-{lR*, 55*>6-{Cyclopropyl-[2-(2-hydroxyethyl)ben2yIlcarbamoyl}-7-{4- 
[3-(23,6-trifluorophenoxy)propyl]phenyl}-3^-diazabicyclo[3.3.11non-6-ene- 
9-carboxylic acid 2^^-trichloro-l,l-dimcthylethyl ester hydrochloride salt 
15 (AL19) 

As for compound AL1 but from bicyclononene AK19 (about 0.55 mmol) in 
CH2CI2 (5 mL) and HCI/dioxane (4M, 5 mL). LC-MS: Rt = 1 .01 . 

20 (rac)-(iJf *, 55*)-7-{4-[3-(2-Bromo-5-fluorophenoxy)propyllphenyl}-6-[(2- 
chlorobenzyl)cyclopropylcarbamoyl]-3^-diazabicyclol33.1]non-6-ene-9- 
carboxylic acid 2^^-trichIoro-l,l-dimethylethyl ester hydrochloride salt 
(AL20) 

25 As for compound AL1 but from bicyclononene AK20 (about 0.55 mmol) in 
CH2CI2 (5 mL) and HCI/dioxane (4M, 5 mL). LC-MS: R, = 526; ES+: 806.26. 



(rac)-ilR *, 55r*>6-(Ben2ylcyclopropylcarbamoyl)-7-{4-I3-(2-bronio-5-fluoro- 
phenoxy)propyllphenyl}-3^-diazabicyclol33.1]non-6-ene-9-carboxylic acid 
30 2£2-trichloro-M-dimethylethyl ester hydrochloride salt (AL21) 
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As for compound AL1 but from bicyclononene AK21 (519 mg, 0.54 mmol) in 
CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: Rt = 1 .06. 

(rac)-{lR\ 5iS*)-7-{4-[3-(2-Bromo-5-fluorophenoxy)propyllphenyI}-6-I(2- 
5 chloroben2yI)ethylcarbamoyl]-3^-di^ 

acid 2£^-trichloro-l,l-dimethyIethyl ester hydrochloride salt (AL22) 

As for compound AL1 but from bicyclononene AK22 (about 0.8 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: Rt = 5.30; ES+: 828.33. 

10 

(rac.y(lR *, 55*)-7-{4-[3-(2-Bromo-5-fluorophenoxy)propyI]phenyl}-6-[cyclo- 
propyH2-0uorobenzyI)carbamoyIl-3 > 9-diazabicycIo[3.3.11non-6-ene-9-carbo- 
xylic acid 2^^-trichIoro-l,l-diniethylethyl ester hydrochloride salt (AL23) 

15 As for compound AL1 but from bicyclononene AK23 (about 0.8 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). 

(rac.y{lR *, 5iS*>-7-{4-[3-(2-Bromo-5-fluorophenoxy)propyllphenyl}-6-[cycIo- 
propyH3-trifluoromethylbenzyl)carbamoyl]-3,9-diazabicyclo[33.1]non-6- 
20 ene-9-carboxyIic acid 2^-trichIoro-l,l-dimethylethyl ester hydrochloride 
salt (AL24) 

As for compound AL1 but from bicyclononene AK24 (about 0.8 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R* = 5.33; ES+: 820.40. 

25 

(rac)-(lR *, 5*$*)-7-{4-[3-(2-Bromo-5-fluorophenoxy)propyI}phenyl}-6-[cyclo- 
propyK2-methylben2yl)carbamoyl]*3,9-diazabicyclo[33.1]non-6-ene-9- 
carboxylic acid 2^^-trichloro-l,l-dimethylethyl ester hydrochloride salt 
(AL25) 

30 

As for compound AL1 but from bicyclononene AK25 (about 0.8 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: Rt = 1.06. 



WO 03/093267 



204 



PCT/EP03/03721 



(rac.)-(lR*> 55*)-7-{4-[3-(2-Bromo-5-fluorophenoxy)propyIlphenyl}-^-{cyclo- 
propyl-l2-(4-meth03^henosy)ethylJcarbamoyl}-3^-diazabicycloI33.11noii- 
6-ene-9-carboxylic acid 2^,2-trichloro-M-ffimethylethyl e! * ter hydrochloride 
5 salt (AL26) 

As for compound AL1 but from bicyclononene AK26 (about 0.8 mmol) in 
CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R« = 5.08; ES+: 866.40. 

10 (rac)-ilR*y 55*)-7-{4-[3-(2-Bromo-5-lluorophenoxy)propyl]phcnyl}-6-[cyclo- 
propyl-(2-»»-tolyloxyethy0carbamoyIl-3,9-diazabicyclol3.3.1]non-6-cne-9- 
carboxylic acid 2^-trichloro-l,l-dimethyIethyl ester hydrochloride salt 
(AL27) 

15 As for compound AL1 but from bicyclononene AK27 (about 0.8 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: Rt = 1.07. 

(rac)-(lR*j 5S'*)-7-{4-[3-(2-Bromo-5-fluorophenoxy)propyllphenyl}-6-{cycIo- 
propyl-(2-(3,4-dimethylphenoxy)ethyl]carbamoyl}-3^-diazabicyclo[33.1]- 
20 non-6-ene-9-carboxyUc acid 2^-trichIoro-l,l-dimethylethyl ester 
hydrochloride salt (AL28) 

As for compound AL1 but from bicyclononene AK28 (about 0.8 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: Rt = 1.08. 

25 

-(lR*y 55"*)-7-{4-[3-(2-Bromo-5-fluorophenoxy)propyl]phenyl}-6-(cyclo- 
propylphenethylcarbamoyI)-3,9-diazabicyclol33.1]non-6-ene-9-carbo^lic 
acid 2£^-trichloro-l,l-dimethylethyl ester hydrochloride salt (AL29) 



30 As for compound AL1 but from bicyclononene AK29 (about 0.8 mmol) in 
CH2CI2 (5 mL) and HCtfdioxane (4M, 5 mL). LC-MS: R< = 5.25; ES+: 820.38. 
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(ra&MLR*, 55*>-7-{4-I3-(2-Bromo-5-fIuorophenoxy)propyIlphenyl}-6-{[2-(2- 
chIorophenyl)ethyl]cyclopropylcarbamoyl}-3^-dia2abicyclo|33.11non-6-en©- 
9-carboxylic acid 2£,2-tricMor©-l,l-dimethylethyl ester hydrochloride salt 
(AL30) 

5 

As for compound AL1 but from bicyclononene AK30 (about 0.8 tnmol) in 
CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: Rt = 5.35; ES+: 854.30. 

(rac)-(lR*, 55*)-7-{4-I3-(2-Bromo-5-fluorophenoxy)propylJphenyI}-6-{cyclo- 
10 P ropy|-[2-(23-difluorophenyI)ethyl]carbamoyl}-3^-dia2abicycIoI33.11non-6- 
ene-9-carboxyIic acid 2^-trichloro-l,l-dimethyIethyl ester hydrochloride 
salt (AL31) 

As for compound AL1 but from bicyclononene AK31 (about 0.8 mmol) in 
15 CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R, = 5.40; ES+: 856.38. 

(rac.)-(lR*, 55*)-7-{4-I3-(2-Bromo-5-fluorophenoxy)propyl]phenyl}-6-{cyclo- 
propyl-[2-(4-fluorophenyI)ethyllcarbamoyl}-3^-diazabicyclo[33.11non-6- 
ene-9-carboxylic acid 2^^-trichloro-l,l-dimethylethyl ester hydrochloride 
20 salt (AL32) 

As for compound AL1 but from bicyclononene AK32 (about 0.8 mmol) in 
CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: Rt - 5.28; ES+: 838.40. 

25 (rac)-(lR *, 55*)-7-{4-p-(2-Bromo-5-fluorophenoxy)propyl]phenyI}-6-Icyclo- 
propyH2-«-tob/lethyl)carbamoyl]-3^-diazabicycIol3.3.11non-6-ene-9-carbo- 
xylic acid 2^^-trichloro-l,l-dimethylethyI ester hydrochloride salt (AL33) 

As for compound AL1 but from bicyclononene AK33 (about 0.8 mmol) in 
30 CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: Rt = 5.36; ES+: 834.42. 
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l:l-Mixture of (rac)-(lR*, 55*)-7-{4-[3-(2-Bromo-5-fluoropheiioxy)propyI]- 
phenyl}-6-I((2Jt*)-2-hydroxy-2-phenylethy!)methylcarbamoylJ-3^-diaza- 
bicycIop3.1]non-6-ene-9-carboxylic acid 2£,2-tricbJor©-M-dimethylethyl 
ester hydrochloride salt and (rac)-(l**, 55*)-7-{4-P-(2-Bromo-5-fluoro- 
5 phenoxy)propyl]phenyI>-6-l((25:*)-2-hydroxy-2-phenylethyI)methyl- 

carbamoyi)-3^-diazabicyclo[3J-l]non-6-ene-9-carboxylic acid 2,2,2-tri- 
chloro-l,l-dimethylethyl ester hydrochloride salt (AL34) 

As for compound ALl but from bicyclononenes AK34 (about 0.3 mmol) in 
10 CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R« = 0.99. 

(rac.y{lR\ 55*)-7-{4-[3-(2-Bromo-5-flnorophenoxy)propyl]phenyl}-6-[cyclo- 
propyK3^dimethoxyben^I)carbamoyl]-3^-diazabicyd^^ 
carboxylic acid 2££-tricMoro-l,l-dimethylethyl ester hydrochloride salt 
15 (AL35) 

As for compound ALl but from hicyclononene AK35 (about 0.8 mmol) in 
CH2CI2 (5 mL) and HCVdioxane (4M, 5 mL). LC-MS: R« = 5.23; ES+: 866.40. 

20 {rac.y{lR *, 55*>-7-{4-[3-(2-Bromo-5-nuorophenoxy)propyl]phenyl}-6-[cyclo- 
propyH2-/^tolylethyl)carbamoyl]-3^-diazabicyclo[33.1]non-6-ene-9-carbo- 
xylic acid 2^^-trichIoro-l,l-dimethylethyl ester hydrochloride salt (AL36) 

As for compound ALl but from bicyclononene AK36 (about 0.8 mmol) in 
25 CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R« = 5.59; ES+: 834.42. 

(rac)-(ijff*, 55*)-7-{4-[3-(2-Bromo-5-fluorophenoxy)propyl]phenyl}-6-{cyclo- 
propyl-[2-(2-hydroxyethyl)ben^l]carbamoyl}-3^-diazabicyclo[33.1]non-6- 
ene-9-carboxylic acid 2^,2-trichloro-M-diinethylethyl ester hydrochloride 
30 salt (AL37) 
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As for compound AL1 but from bicyclononene AK37 (about 0.8 mmol) in 
CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R» = 1.01. 

(raaHIR *, 5^*)-6-[(2-Cblorobcn2yl)cyclopropylcarbamoyll-7-{4-[2-(2^,6- 
5 trimethylphenoxy)ethyl]phenyl}-3^-diazabicyclol33.1]non-6-cne-9-carboxy- 
lic acid 2^^-trichloro-l,l-dimcthylethyl ester hydrochloride salt (AL38) 

As for compound AL1 but from bicyclononene AK38 (312 mg, 0.35 mmol) in 
CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R» = 1.08; ES+: 774.33. 

10 

(rac)-(lR *, 55*)^K Be ^ 1 ^ cIo P ro Py , ^ rb ^°y^" 7 "^ 4 "I 2 "( 2 ^' 6 " t, ™ ethyI " 
phenoxy)ethyllphenyl}-3^-diazabicyclo[33.1]non-6-ene-9-carboxylic acid 

2^^-trichIoro-l,l-dimethylethyl ester hydrochloride salt (AL39) 

15 As for compound AL1 but from bicyclononene AK39 (340 mg, 0.40 mmol) in 
CH2CI2 (5 mL) and HCydioxane (4M, 5 mL). LC-MS: R» - 1.05; ES+: 740.42. 

{rac.)-{lR *, 5^*)-6-[(2-Chlorobenzyl)ethylcarbamoyl]-7-{4-I2-(2^,6- 
trimethyl-phenoxy)ethyI]phenyl}-3^-diazabicyclo[33.11non-6-ene-9- 
20 carboxylic acid 2^-trichloro-l,l-dimethylethyl ester hydrochloride salt 
(AL40) 

As for compound AL1 but from bicyclononene AK40 (374 mg, 0.43 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M 5 mL). LC-MS: R» - 1.07; ES+: 762.34. 

25 

(rac)-(lR *, 55*)-6-[Cyclopropyl-(2-fluorobenzyI)carbamoyl]-7-{4-[2-(23,6- 
trunethylphenoxy)ethyllphenyl}-3^-diazabicyclo(3J.l]non-^-ene-9-carboxy- 
lic acid 2^^-trichloro-l,l-dimethylethyl ester hydrochloride salt (AL41) 



30 As for compound All but from bicyclononene AK41 (350 mg, 0.41 mmol) in 
CH2CI2 (5 mL) and HCydioxane (4M, 5 mL). LC-MS: R, - 1.06; ES+: 758.38. 
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(rac)-(lR* 9 5£*)-HC*dopropyM3-trffl^ 
[2-(2;5,6-trimethylphenoxy)ethyl]ph^ 

carboxylic acid 2^^-trichloro-l,l-dimethyIethyl ester hydrochloride salt 
(AL42) 

5 

As for compound AL1 but from bicyclononene AK42 (294 mg, 0.32 mmol) in 
CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R* = 1.08. 

(raa)-(Ilt*, 55*)-6-[C^clopropyl-(2-methylbeiizy0carbamoyI]-7-{4-[2-(23,6- 
10 trimethylpheno^)ethyI]phenyI}-3,9-du^^ 

lie acid 2^^-trichloro-l,l-dimethyIethyl ester hydrochloride salt (AL43) 

As for compound AL1 but from bicyclononene AK43 (322 mg, 0.38 mmol) in 
CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R* = 1.08; ES+: 752.39. 

15 

(rac)-(lR *, 55*)-6-{Cy clopropyl-[2-(4-methoxyphenoxy)ethylJcarbamoyl}-7- 
{4-[2-(23,6-tiimethylphenoxy)eth^^ 

ene-9-carboxyIic acid 2,2,2~trichIoro-l,l-dimethylethyl ester hydrochloride 
salt (AL44) 

20 

As for compound AJL1 but from bicyclononene AK44 (159 mg, 0.18 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R« = 1 .07. 

(rac.y(lR* y 5S*>^{C^clopropyH2^3-methoxro^ 
25 {4-(2-(2^,6-trimethylphenoxy)e^ 

ene-9-carboxylic acid 2£^trichloro-l,l-dimethylethyl ester (AL45) 

As for compound AL1 but from bicyclononene AK45 (237 mg, 0.26 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: « 1 .00. 

30 



(rac)-(lR* 9 5*y*)-6-[CyclopropyH2-i«-tolyloxyethyl)carbamoyI]-7-{4-I2- 
(23,6-trimetbylpheno:^)ethyl]pheny^ 
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carboxy-lic acid 2£^tricbJoro-14-dimethyIethyl ester hydrochloride salt 
(AL46) 

As for compound ALl but from bicyclononene AK46 (185 mg, 0.21 mmol) in 
5 CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R< = 1 .09; ES+: 784.40. 

(rac.)-(lR* t 55*>6-(CyclopropylphenethylcarbamoyI>-7-{4-[2-(2^,6- 
trimethyl-phenoxy)ethyl}phenyl}-3^-diazabicyclo[33.11non-6-ene-9- 
carboxylic acid 2^-trichloro-l,l-dimethylethyl ester hydrochloride salt 
10 (AL47) 

As for compound ALl but from bicyclononene AK47 (about 0.3 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: Rt = 1.09; ES+: 754.44. 

15 (rac)-{lR*y 55^-6-{[2-(2-CbJorophenyl)ethylIcyclopropylcarbamoyl}-7-{4-I2- 
(2^,6-trimethylphenoxy)ethyllphenyl}-3^-diazabicycIo[3.3.1]non-6-ene-9- 
carboxylic acid 2^^l-trichloro-l,l-dimethylethyl ester hydrochloride salt 
(AL48) 

20 As for compound ALl but from bicyclononene AK48 (about 0.3 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R» = 1 .10; ES+: 788.41 . 

{rac)-ilR*y 55*)-6-{Cyclopropyl-{2-(23-diflaoropheny0ethyIlcarbamoyl}-7- 
{4-(2-(23,6-trimethylphenoxy)ethyll-phenyl}-3,9-diazabicyclo[3J.llnon-6- 
25 ene-9-carboxylic acid 2^^-trichloro-l,l-dimethylethyl ester hydrochloride 
salt (AL49) 

As for compound ALl but from bicyclononene AK49 (about 0.3 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R« = 1 .09; ES+: 788.41 . 

30 

(rac.)-(lR*, 55'*)-6-{CyclopropyI-[2-(4-fluorophenyI)ethylJcarbamoyl}-7-{4- 
[2-(23,6-trimethylphenoxy)ethyl]phenyl}-3,9-diazabicyclo[33.11non-6-ene-9- 
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carboxylic acid 2^^-trichloro-l,l-dimethyIethyl ester hydrochloride salt 
(ALSO) 

As for compound AL1 but from bicyclononene AK50 (about 0.3 mmol) in 
5 CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: Rt = 1 .09; ES+: 772.41 . 

(rac.}-{lR*, 55*)-6-[Cyclopropyl-(2-o-totylethyI)carbamoyIl-7-{4-[2-(2^,6- 
trimethyIphenoxy)ethyI]phenyl}-3^-diazabicyclo[33.11non-6-ene-9-carboxy- 
lic acid 2 J,2-trichloro-l,l-dimethylethyl ester hydrochloride salt (AL51) 

10 

As for compound AL1 but from bicyclononene AKS1 (about 0.3 mmol) in 
CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: Rt = 1.10; ES+: 768.44. 

l:l-Mixture of {rac).-{lR*, 5S*)-6-[((2S*)-2-hydroxy-2-phenylethyl)methyl^ 
15 carbamoyl]-7-{4-f2K23,6^trimethylphenoxy)ethyllphenyl}-3^-diazabicyclo- 
l33.1Jnon-6-ene-9-carboxyUc acid 2££-trichloro-l,l-dimethylethyl ester 
hydrochloride salt and (rac.y{lR\ 55*)-6-[((2.S*)-2-hydroxy-2-phenylethyl)- 
methylcarbamoyl]-7-{4-[2K2^,6^trimethylphenoxy)ethyllphenyl}-3^-diaza- 
bicyclo[3J.lJnon-6-ene-9-carboxylic acid 2^-trichloro-l,l-dimethylethyl 
20 ester hydrochloride salt (AL52) 

As for compound AL1 but from bicyclononene AK52 (about 0.3 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: Rt = 1 .02; ES+: 744.44. 

25 (raa)-(lR*, 55^-ICyclopropyl-(3^-dimethoxybenzyl)carbamoyll-7-{4-[2- 
(2^,6-tiTmethylphenoxy)ethyl]phenyl}-3^-diazabicycIo[33.11non-6-ene-9- 
carboxylic acid 2^-trichloro-l,l-dimethylethyI ester hydrochloride salt 
(AL53) 



30 As for compound AL1 but from bicyclononene AK53 (about 0.3 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: Rt - 1.07. 
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(rac}-(lR* 9 5£*)^[CyclopropyH2-/^to^ 
methy!ptaenoxy)ethyllphenyl}-3,9Hliaz^^ 

acid 2^^-trichloro-l,l-dimethylethyl ester hydrochloride salt (AL54) 

5 As for compound AL1 but from bicyclononene AK54 (about 03 mmol) in 
CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: - 1.10; ES+: 768.44. 

(rac}-(lR*, 5£^6-{Cyclopropyl-[2<2-hydroxy^ 
[2-(2^,6-trimethyIphenoxy)ethyI]phenyl}-3^ 
10 carboxylic acid 2;2£-trichloro-l,l-dimethyIethyl ester hydrochloride salt 
(AL55) 

As for compound AL1 but from bicyclononene AK55 (about 0.3 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R< = 1.03; ES+: 784.44. 

15 

(rac.y(lR*j 5,S*)-6-[(2-ailorobeiizy0c^^ 

chloro^^dimethylphenoxy)ethoxy]phenyl}-3^-diazabicycIol33J]non-^- 
ene-9-carboxylic acid 2^^-trichloro-l,l-dimethylethyI ester hydrochloride 
salt (AL56) 

20 

As for compound AL1 but from bicyclononene AK56 (about 0.5 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R< = 1.08; ES+: 785.26. 

(raa)-(lJR*, 55*)^-[(2^Woroben^I)ethylcarbamoylJ-7-{4-[2-(2HrWoro^^ 
25 dimethylpheno^)ethoxyJphenyl}-3,9Hiiazabicyclo[33.1]non-6-ene-9-carbo- 
xylic acid 2^^-trichIoro-l,l-dimethylethyl ester hydrochloride salt (ALS7) 

As for compound AL1 but from bicyclononene AK57 (about 0.5 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R* = 1.06. 

30 

(rac.y(lR*> 55*)-7-{4-I2K2-ChIoro-4,5-dimethylphenoxy)ethoxyJphenyl}-6- 
[cyclopropyl-(2-fluoroben2yl)carbamoyll-3,9-diazabicycIo[33.11non-6-ene-9- 
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carboxylic acid 2^-tricMoro-M-d^ethylethyl ester hydrochloride salt 
(AL58) 

As for compound AL1 but from bicyclononene AK58 (about 0.5 mmol) in 
5 CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R» = 1 .06. 

{racyilR *, 55*)-7-{4-l2-(2-Cliloro-4^-dimethylphenoxy)ethoxy]phenyl}-6- 
[cyclopropyH3-trifluoroniethylben^I)carbamoyl]-3^-diazabicyclol33.11- 
non-6-ene-9-carboxylic acid 2^trichloro-l,l-dimethylethyl ester 
10 hydrochloride salt (AL59) 

As for compound AL1 but from bicyclononene AK59 (about 0.5 mmol) in 
CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R« = 1.08. 

15 {rac)-{lR\ 55*)-7-{4-[2-(2-Chloro-4^-dimethylphenoxy)ethoxylphenyl}-6- 
[cyclopropyH2-methylbenzy!)carbamoyl]-3,9-diazabicyclo[33.1]non-6-ene-9- 
carboxylic acid 2,2£-trichl©ro-l,l-dimethylethyl ester hydrochloride salt 
(AL60) 

20 As for compound AL1 but from bicyclononene AK60 (about 0.5 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R» = 1.07; ES+: 788.40. 

(racy-ilR*, 55*)-7-{4-[2-(2-Chloro-4^-dimethylphenoxy)ethoxylphenyl}-6- 
{cyclopropyl-l2-(4-methoxyphenoxy)ethylJcarbamoyl}-3^-diazabicyclo- 
25 [3.3.11non-6-ene-9-carboxylic acid 2,2^-trichIoro-l,l-dimethylethyl ester 
hydrochloride salt (AL61) 

As for compound AL1 but from bicyclononene AK61 (about 0.5 mmol) in 
CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R* = 1.06. 

30 

{racHIR** 55>7-{4-[2-(2-Chloro-4,5-dimethylphenoxy)ethoxy]phenyl}-6- 
{cyclopropyl-{2-(3-methoxyphenoxy)ethyl]carbamoyl}-3,9- 
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diazabicyclo[33.1]non-6-ene-9-carboxylic acid 2,2,2-trichloro-l,l- 
dimethylethyl ester hydrochloride salt (AL62) 

As for compound All but from bicyclononene AK62 (about 0.5 mmol) in 
5 CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R4 = 1 .07. 

(rac)-(lR*> 5S*)-7-{4-[2-(2-CMoro-4,5-dim^ 
[cycIopropyH2-m-tolyloxyethyl)ca^ 

9-carboxyIic acid 2,2,2-trichloro-M-dimethylethyI ester hydrochloride salt 
10 (AL63) 

As for compound AL1 but from bicyclononene AK63 (about 0.5 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: - 1.08. 

15 (rac)-(ii?* 55*>-7-{4-[2-(2<:hloro^^-dimethyIphenoxy)ethoxy]phenyl}-6- 
(cyclopropyIphenethyIcarbamoyl)-3,9-diazabicyclo[33^1non-6^ne-9-^arbo- 
xylic acid 2^-trichloro-l,l-dimethylethyl ester hydrochloride salt (AL64) 

As for compound AL1 but from bicyclononene AK64 (about 0.5 mmol) in 
20 CH2CI2 (5 mL) and HCtfdioxane (4M, 5 mL). LC-MS: R* = 1.07; ES+: 788.39. 

(rac.y(W* 9 5iy*)-7-{4-[2^2-CMoro^^-dimethylphenoxy)ethoxy]phenyl}-6- 
{[2^2-chIorophenyl)ethyl}cycIopropylcarbamoyl}-3,9-diazabicyclo[3.3.1]non- 
6-ene-9-carboxylic acid 2^-trichloro-l,l-dimethylethyl ester hydrochloride 
25 salt (AL65) 

As for compound AL1 but from bicyclononene AK65 (about 0.5 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R« = 1.08. 

30 (rac.y-{lR* 9 55*)-7-{4-l2-(2-CUoro-4,5-dimethylphenoxy)ethoxy]phenyl}-6- 
{cyclopropyl-[2-(2^-difluorophenyl)ethyllcarbamoyl}-3^-diazabicyclo- 
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[33.1]non-6-ene-9-carboxylic acid 2^^-trichloro-l,l-dimethyIethyI ester 
hydrochloride salt (AL66) 

As for compound AL1 but from bicyclononene AK66 (about 0.5 mmol) in 
5 CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: Rt = 1 .06. 

(rac)-(lR* 9 55*H-{4-I2-(2^hloro^,5-dimethylphenoxy)ethoxylphenyl}-6- 
{<yclopropyI-[2-(4-fluorophenyI)ethyI]carbamoyl}-3^^iazabicyclo[33.1]non- 
6-ene-9-carboxylic acid 2^^-trichloro-l,l-dimethylethyl ester hydrochloride 
10 salt (AL67) 

As for compound AL1 but from bicyclononene AK67 (about 0.5 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: Rt = 1 .06. 

15 (rac.y(lR* 9 55*)-7-{4-[2-(2-CWoi^,5-dimethylphenoxy)ethoxy]phenyl}-^ 
[cyclopropyl-(2-<MolyIethyI)carbamoyl^ 
carboxylic acid 2££-trichloro-l,l-dimethylethyl ester (AL68) 

As for compound AL1 but from bicyclononene AK68 (about 0.5 mmol) in 
20 CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: Rt - 1 .08. 

l:l-Mixture of (rac.)-(J*% 5S*)-7-{4-l2-(2-cMoro-4^ 
ethoxylphenyl}-6-[((2i? *)2^ 

diazabicyclo[33.1]non-6-ene-9-carboxylic acid 2££-trichloro-l,l-dimethyl- 
25 ethyl ester hydrochloride salt and (racHIR*, 5S*)-7-{4-[2-(2-chloro-4,5- 
dimethylphenoxy)etho:^]phenyl}^-[^ 

carbamoyl]-3,9Hliazabi^cIo[3.3.1Jnon-6-ene-9-carboxylic acid 2,2,2- 
trichloro-l,l-dimethylethyl ester hydrochloride salt (AL69) 



30 As for compound AL1 but from bicyclononene AK69 (about 0.5 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: Rt = 0.99; ES+: 780.37. 
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(rac.y(lJt* y 5S^7-{4.[2K2-CWoro^dimethylphenoxy)ethoxylphenyI}-6- 
[cyclopropyl-(3,5Mlimethoxybeiizy^^ 

ene-9-carboxylic acid 2£;2~tricMoro-l,l-dimethylethyl ester hydrochloride 
salt (AL70) 

5 

As for compound AL1 but from bicyclononene AK70 (about 0.5 mmol) in 
CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: Rt = 1 .06. 

(rffc)-(Jl**, 55*)-7-{4-l2-(2-CWoro^,5^imethylphenoxy)ethoxylphenyl}-6- 
10 [cyclopropyl-(2-/Molylethy0carbamoyl]-3^^ 

carboxylic acid 2^,2-tricMoro-M-dimethylethyl ester hydrochloride salt 
(AL71) 

As for compound AL.1 but from bicyclononene AK71 (about 0.5 mmol) in 
15 CH 2 C1 2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: Rt = 1 .08. 

(rac)-(lll*, 5£*)-7-{4-[2K2-Chloro-4^m^ 
{cyclopropyI-[2K2-hydro^ethyl)^^ 

non-6-ene-9-carboxylic acid 2^5^-trichloro-l,l-dimethylethyI ester 
20 hydrochloride salt 

As for compound AL1 but from bicyclononene AK72 (about 0.5 mmol) in 
CH2CI2 (5 mL) and HCl/dioxane (4M, 5 mL). LC-MS: = 1.01. 

25 (rac.y{lR\ 5*S*)-7-{4-[2-(4-Bromophenoxy)ethoxylphenyl}-6-[(2-chloro- 
benzyl)cyclopropyIcarbamoyl]-3^-diazabicycIo[33.1]non-6-ene-9-carboxylic 
acid 2^^-trichloro-14-dimethyl-ethyl ester hydrochloride salt (AL73) 



30 



As for compound AL1 but from bicyclononene AK73 (0.28 mmol) in CH 2 C1 2 (5 
mL) and HCl/dioxane (4M, 5 mL). LC-MS: R* - 4.98; ES+: 824.32. 
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(rac)-(JR*, 5iS*)-6^eiizyIcyclopro^ 

ethoxy]phenyl}-3^-diazabicyclo[33Jlnon-6-ene-9-carboxyIic acid 2,2,2- 
trichloro-l,l-dimcthylethyl ester hydrochloride salt (AL74) 

5 As for compound AL1 but from bicyclononene AK74 (0.27 mmol) in CH2CI2 (5 
mL) and HCl/dioxane (4M, 5 mL). LC-MS: Rt - 1.03; ES+: 792.36. 

{rac.)-{lR*> 5iS*)-7-{4-[2K4-Bromophenoxy)ethoxy]phenyl}-<»[(2-chloro- 
ben^l)ethyIcarbamoyl]-3^-diazabicycIo[33.1]non-6-ene-9-carboxylic acid 
1 0 2,2,2-trichloro-l,l-dimethylethyl ester hydrochloride salt (AL7S) 

As for compound AL1 but from bicyclononene AK75 (0.22 mmol) in CH2CI2 (5 
mL) and HCl/dioxane (4M, 5 mL). LC-MS: R,= 4.92; ES+: 812.35. 

15 (rac)-(lR* 9 5^^7-{4-[2-<4-Bromophenoxy)ethoxyIphenyl}-6-lcyclopropyl-(2- 
flnorobenzyl)carbamoyll-3,9-diazabicyclo[33J]non^ene-9-^rboxylic acid 
2,2,2-trichloro-l,l-dimethylethyl ester hydrochloride salt (AL76) 

As for compound AL1 but from bicyclononene AK76 (0.26 mmol) in CH2CI2 (5 
20 mL) and HCl/dioxane (4M, 5 mL). LC-MS: Rt - 4.78; ES+: 808.40. 

(rac)-(lR* 9 55*)-7-{4-[2K4-Bromophenoxy)etho^ 
trffluoromethylbenzytycarbamoyl^ 

xylic acid 2,2,2-trichloro-l,l-dimethylethyl ester hydrochloride salt (AL77) 

25 

As for compound AL1 but from bicyclononene AK77 (0.29 mmol) in CH 2 C1 2 (5 
mL) and HCl/dioxane (4M, 5 mL). LC-MS: R* - 4.97; ES+: 858.42. 

(rac.y(lR\ 55*)-7-{4-[2-(4-Bromophenoxy)ethoxylphenyI}-6-lcyclopropyH2- 
30 methylbeniyI)carbamoyl]-3^ia2abi^clo[3J.llnon^enc^9-carboxyMc acid 
2,2,2-trichloro-l,l-diniethylethyl ester hydrochloride salt (AL78) 
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As for compound AL1 but from bicyclononene AK78 (0.28 mmol) in CH 2 C1 2 (5 
mL) and HCl/dioxane (4M, 5 mL). LC-MS: R, = 5.01; ES+: 804.42. 

(raa)-{lR*, 55*)-7-{4-[2-(4-Bromophenoxy)ethoxy]phenyl}-6-{cyclopropyI-I2- 
5 (4-metho^Tpbenoxy)cthyl]carbamoyl}-3^-diazabicyclol33.1)non-6-ene-9- 

carboxyhc acid 2£,2-trichloro-l,l-dimethylethyl ester hydrochloride salt 
(AL79) 

As for compound AL1 but from bicyclononene AK79 (0.2 mmol) in CH 2 C1 2 (5 
10 mL) and HCl/dioxane (4M, 5 mL). LC-MS: R, = 5.03; ES+: 850.44. 

{rac)-{lR* t 55*)-7-{4-[2-(4-Bromophenoxy)ethoxy]phenyl}-6-{cycIopropyl-[2- 
(3,4-dimethylphenoxy)ethyIlcarbamoyl>-3,9-diazabicyclo[33.1]non-6-ene-9- 
carboxylic acid 2A2-trichloro-l,l-dimethylethyl ester hydrochloride salt 
15 (AL80) 

As for compound AL1 but from bicyclononene AK80 (0.21 mmol) in CH 2 C1 2 (5 
mL) and HCl/dioxane (4M, 5 mL). LC-MS: Rt = 5.1 1 ; ES+: 848.43. 

20 {racyilR*, 55'*)-7-{4-[2-(4-Bromophenoxy)ethoxy]phenyl}-6-{[2-(2-chloro- 
phenyl)ethyllcyclopropylcarbamoyl}-3,9-diazabicyclo[33.1]non-6-ene-9- 
carboxylic acid 2^-trichloro-l,l-dimethylethyl ester hydrochloride salt 
(AL81) 

25 As for compound AL1 but from bicyclononene AK81 (0.27 mmol) in CH 2 C1 2 (5 
mL) and HCl/dioxane (4M 5 mL). LC-MS: R» = 5.09; ES+: 838.36. 

(rac.y-{lR *, 55"*>-7-{4-[2-(4-Bromophenoxy)ethoxy]phenyl}-6-{cy clopropyl-(2- 
(23-difluorophenyl)ethyl]carbamoyl}-3,9-diazabicycIoI33.1]non-6-ene-9- 
30 carboxylic acid 2^trichloro-l,l-dimethylethyl ester hydrochloride salt 
(AL82) 
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As for compound AL1 but from bicyclononene AK82 (0.26 mmol) in CH 2 C1 2 (5 
mL) and HCl/dioxane (4M, 5 mL). LC-MS: R, = 4.44; ES+: 840.42. 

(ro&)-(lif*,55*)-7-{4-[2-(4-Bromophenoxy)ethoxy]phenyl}-6-{cyclopropyI-[2- 
5 (4-fluorophenyI)ethyllcarbamoyl}-3^-diazabicyclol33.1]non-6-ene-9-carbo- 
xylic acid 2,2^tricbloro-l,l-dimethylethyl ester hydrochloride salt (AL83) 

As for compound AL1 but from bicyclononene AK83 (0.24 mmol) in CH 2 C1 2 (5 
mL) and HCl/dioxane (4M, 5 mL). LC-MS: R< = 4.89; ES+: 822.39. 

10 

(ro&H2Jt*, 55*)-7-{4-[2-(4-Bromophenoxy)ethoxyJphenyl}-6-[cyclopropyK2- 
o-tolylethyl)carbamoyll-3^-diazabicyclo[33.1]non-6-ene-9-carboxyMc acid 
2^>trichloro-l,l-dimethylethyl ester hydrochloride salt (AL84) 

15 As for compound AL1 but from bicyclononene AK84 (0.27 mmol) in CH 2 Cl 2 (5 
mL) and HCl/dioxane (4M, 5 mL). 

(rac.y(lR*, 55*)-7-{4-I2-(4-Bromophenoxy)eflioxy]phenyl}-6-lcyclopropyl- 
(33-dimethoxybeiizyI)carbamoyl]-3^-diazabicyclo[33.11non-6-ene-9- 
20 carboxyKc acid 2^^-trichloro-l,l-dimethylethyl ester hydrochloride salt 
(AL85) 

As for compound AL1 but from bicyclononene AK85 (0.25 mmol) in CH 2 C1 2 (5 
mL) and HCl/dioxane (4M, 5 mL). LC-MS: R,= 4.76; ES+: 850.40. 

25 

(rac.y{lR*y 55*)-7-{4-[2-(4-Bromophenoxy)ethoxy]phenyl}-6-[cyclopropyl-(2- 
/»-toIylethyl)carbamoyll-3,9-diazabicyclo[3.3.1]non-6-ene-9-carboxyUc acid 
2^^-trichloro-l,l-dimethylethyl ester hydrochloride salt (AL86) 

30 As for compound AL1 but from bicyclononene AK86 (0.27 mmol) in CH 2 Cl 2 (5 
mL) and HCl/dioxane (4M, 5 mL). LC-MS: R»= 4.99; ES+: 820.78. 
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(rac)-(iJl*,55*)-7-{4-[2-(4-Bromophenoxy)ethoxylphenyl}-6-{cyclopropyl-I2- 
(2-hydro^rethyI)bcii2yl]carbainoyl}-3^-diazabicyclo[33.1]non-6-ciie-9- 
carboxyUc acid 2,2,2-tricMoro-14-dimethylethyl ester hydrochloride salt 
(AL87) 

5 

As for compound All but from bicyclononene AK87 (0.18 mmol) in CH2CI2 (5 
mL) and HCl/dioxane (4M, 5 mL). LC-MS: Rt= 4.58; ES+: 834.43. 

{rac)-{lR* t 5^*)-7-Hydroxy-9-methyl-3^-diazabicyclol3.3.11non-6-ene-3,6- 
10 dicarboxylic acid 6-benzyl ester 3-tert-butyl ester (AM) 

Ti(OEt) 4 (2.92 mL, 13.9 mmol) was added to a sol. of bicyclononane A (13.0 g, 
39.8 mmol) in benzyl alcohol (90 mL). The mixture was heated to 125 °C and 
stirred at this temperature for 28 h. The mixture was allowed to cool to rt and aq. 

15 10% HC1 (180 mL) was added. The mixture was extracted with Et 2 0 (3x). The 
combined org. extracts were washed with aq. NaHCCfe (2x), with brine (lx). The 
org. extracts were then dried over MgS0 4 , filtered, and the solvents were removed 
first under reduced pressure, men under high vacuum. Purification of the residue 
by FC (EtOAc/heptane 1:1 -> 3:1 -> EtOAc) yielded the title compound (9.90 g, 

20 64%). LC-MS: R« = 1 .39; ES+: 389.25. 

{rac.yi.lR *, 55*>9-Methyl-7-tiifluoromethanesulfonyloxy-3^-diazabicyclo- 
[33.1]non-6-ene-3,6-dicarboxyUc acid 6-benzyl ester 3-tof-butyl ester (AN) 

25 NaH (55% in oil, 2.20 g, 50.5 mmol) was added to a sol. of bicyclononane AM 
(15.69 g, 40.4 mmol) in THF (290 mL) at 0°C. After 15 min. Tf 2 NPh (19.2 g, 
53.7 mmol) was added and the mixture was stirred overnight while warming up to 
rt. Ice was added and the mixture was diluted with EtOAc, and washed with aq. 
10% Na 2 C03. The org. extracts were dried over MgS0 4 , filtered, and the solvents 

30 were removed under reduced pressure. Purification of the residue by FC 
(EtOAc/heptane 1:1 -> 3:1) yielded the title compound (17.1 g, 81%). Rf = 
0.15 (EtOAc/heptane 1:1). LC-MS: Rt= 5.62; ES+: 521.37. 
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Compounds of type AO 

(rac}-(lR*, 55*)-7-{4-I3-(^''-ButyWunethyls0anyloxy)propyllphenyl}-9- 
5 methyl-3^-diazabicyclop3.1]non-6-ene-3,6-dicarboxylic acid 6-benzyl ester 
3-teK-butyl ester (AOl) 

BuLi (1.5M in bexane, 3.81 mL, 5.71 mmol) was added to a sol. of [3-(4- 
bromophenyl)propoxy]-/ert-butyldimethylsilane (Kiesewetter D. O., Tetrahedron 

10 Asymmetry, 1993, 4 2183, 1.88 g, 5.71 mmol) in THF (33 mL) at -78 °C. After 
30 min ZnCl 2 (1M in THF, 6.97 mL, 6.97 mmol, prepared as described for 
compound Gl) was added and the mixture was allowed to warm up to rt. 
Bicyclononene AN (1.65 g, 3.17 mmol) and Pd(PPh 3 ) 4 (92 mg, 0.080 mmol) were 
added. The mixture was heated to 40 °C and stirred at this temperature for 30 

15 min. The mixture was allowed to cool to rt and aq. 1M HCI (1 mL) was added. 
The mixture was diluted with EtOAc and washed with aq. 1M NaOH (lx). The 
org. extracts were dried over MgS0 4 , filtered, and the solvents were removed 
under reduced pressure. Purification of the residue by FC (MeOH/CH 2 Cl 2 1 :49 -» 
3:97 2:48 5:95) yielded the tide compound (1.78 g, 90%). LC-MS: Rt = 

20 5.55; ES+: 681.30. 

(rac)-(iJ?*, 55*)-9-Methyl-7-{4-I2-(2^^-trimethylphenoxy)ethyl]phenyl}-3,9- 
diazabicyclo[3.3.1Jnon-6-ene-3,6-dicarboxyUc acid 6-benzyl ester 3-tert-butyl 
ester (A02) 

25 

BuLi (1.6M in hexane, 19.40 mL, 31.0 mmol) was added to a sol. of compound 
C2 (9.90 g, 31.0 mmol) in THF (100 mL) at -78 °C. After 30 min ZnCl 2 (0.83M 
in THF, 43.8 mL, 37.2 mmol, prepared as described for compound Gl) was added 
and the mixture was allowed to warm up to rt. Bicyclononene AN (9.90 g, 19.0 
30 mmol) and Pd(PPh 3 )4 (550 mg, 0.475 mmol) were added. The mixture was heated 
to reflux for 1 h. The mixture was allowed to cool to rt and aq. 1M HCI (1 mL) 
was added. The mixture was diluted with EtOAc and washed with aq. 1M NaOH 
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(lx). Hie org. extracts were dried over MgS0 4 , filtered, and the solvents were 
removed under reduced pressure. Purification of the residue by FC 
(MeOH/CH 2 Cl 2 1:49 -»• 3:97 ->• 2:48 -> 5:95) yielded the title compound (6.20 g, 
54%). LC-MS: R* = 5. 1 0; ES+: 61 1 .59. 

5 • 

Compounds of type AP 

(rac.y(lR*, 55*>7-{4-[3-(tert-ButyIdiinetliylsilaiiyloxy)propyllphenyl}-3^- 
diazabicyclo[33.11non-6-ene-3,6^-tricarboxyUc acid 6-benzyl ester 3-tert- 
10 butyl ester 9-(2»2^-trichloro-l,l-dimethylethyl) ester (API) 

A sol. of bicyclononene AOl (1.78 g, 2.87 mmol) and 2,2,2-trichloro-/er/-butyl 
chloroformate (3.44 g, 14.4 mmol) in CH 2 C1CH 2 C1 (35 mL) was heated to reflux 
for 2 h. The mixture was allowed to cool to rt and the solvents were removed 
15 under reduced pressure. Purification of the residue by FC (EtOAc/heptane 1:8 -» 
1:1) yielded the tide compound (1.88 g, 81%). LC-MS: Rt= 8.34. 

(raa)-(lR* t 55*)-7-{4-[2K2^^-Trimethylphenoxy)ethyl]phenyl}-3,9-diaza- 
bicyclo[33.1Jnon-6-ene-3,6^-tricarboxylic acid 6-benzyl ester 3-terf-butyl 
20 ester 9-<2££-tricMoro-14-dimethylethyI) ester (AP2) 

As for compound API but from bicyclononene A02 (22.4 g, 36.7 mmol) and 
2,2,2-trichloro-terf-butyl chloroformate (44 g, 184 mmol) in CH 2 C1CH 2 C1 (400 
mL). Purification of the residue by FC (EtOAc/heptane 1:8 1:1) yielded the 
25 title compound (19.2 g, 65%). LC-MS: Rt = 7.95. 

{racyilR*, 55*)-3-Acetyl-7-[4-(3-hydroxypropyl)phenyll-3^)-diazabicyclo- 
[33.1Jnon-6-ene-6,9-dicarboxyUc acid 6-benzyl ester 9-(2,2,2-trichI©ro-l,l- 
30 dimethylethyl) ester (AQ) 
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HCl/dioxane (4M, 20 mL) was added to a sol. of bicyclononene API (1.88 g, 2.32 
mmol) in CH 2 C1 2 (20 mL) was cooled to 0 °C. The ice bath was removed and the 
mixture was stirred for 3 h at rL The solvents were removed under reduced 
pressure and the residue was dried under high vacuum. This residue was then 

5 dissolved in THF (30 mL) and the sol. was cooled to -78 °C. DMAP (cat 
amount), DIPEA (1.60 mL, 9.28 mmol) and AcCl (0.165 mL, 2.32 mmol) were 
added. The mixture was stirred for 15 min at -78 °C and MeOH(10 mL) was 
added. The mixture was allowed to warm up to rt, was dissolved in EtOAc and 
washed with aq. 1M HC1 (Ix) and aq. sat. NaHC0 3 (lx). The org. Extracts were 

10 dried over MgSC>4, filtered, and the solvents were removed under reduced 
pressure. Purification of the residue by FC (EtOAc/heptane 1...4 — > 1:1 -> 
EtOAc -» MeOH/EtOAc 1:9) yielded the title compound (936 mg, 63%). LC- 
MS: Rt = 5.47; ES+: 637.06. 

is Compounds of type AR 

(rac}-(lR*, 5£*)-3-Acetyl-7-{4-[3^2A6-trifl^^ 

diazabicyclo[33.1]non-6-ene-6^-dicarboxylic acid 6-benzyl ester 9-(2,2,2- 
trich!oro-l,l-dimethyIethyl) ester (AR1) 

20 

A mixture of bicyclononene AQ (468 mg, 0.73 mmol), 2,3,6-trifluorophenol (216 
mg, 1.46 mmol), azodicarboxylic dipiperidide (277 mg, 1.10 mmol) and tributyl 
phosphine (0.541 mL, 2.19 mmol) in toluene (15 mL) was heated to reflux for 20 
h. The mixture was allowed to cool to rt and the solvents were removed under 
25 reduced pressure. Purification of the residue by FC (EtOAc/heptane 1:49 1:19 
1:9) yielded the title compound (297 mg, 53%). LC-MS: Rt = 6.87; ES+: 
767.04. 

{rac.y{lR\ 5iS*)-3-AcetyI-7-{4-[3-(2-bromo-5-fluorophenoxy)propyllphenyl}- 
30 3^-diazabicycIo[3.3.1]non-6-ene-6,9-dicarboxylic acid 6-benzyl ester 9-(2,2,2- 
trichloro-l,l-dimethylethyl) ester (AR2) 
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As for the bicyclononene AR1, but from bicyclononene AQ1 (468 mg, 0.73 
mmol), 2-bromo-5-fluorophenol (0.163 mL, 1.46 mmol), azodicarboxylic 
dipiperidide (277 mg, 1.10 mmol) and tributyl phosphine (0.541 mL, 2.19 mmol) 
in toluene (15 mL). Purification of the residue by FC (EtOAc/heptane 1:49 -> 
5 1 :19 1 :9) yielded the title confound (205 mg, 35%). LC-MS: R< = 7.06. 

(rac.y(lR* 9 5£*>3-Acetyl^[(2-ally^^ 

bromo-5-fluorophenoxy)propyI]phenyl}-3^-diazabicyclo[33.1]non-6-ene-9- 
carboxylic acid 2,2,2-trichloro-l,l-dimethylethyl ester (AS) 

10 

A mixture of bicyclononene AJ4 (225 mg, 0.300 mmol), (2-allylbenzyl)- 
cyclopropylamine (168 mg, 0.900 mmol), DIPEA (0.300 mL, 1.80 mmol), DMAP 
(10 mg, 0.082 mmol), HOBt (41 mg, 0.300 mmol) and EDC.HC1 (86 mg, 0.450 
mmol) in CH 2 C1 2 (3 mL) was stirred for 2 days. EDC.HC1 (29 mg, 0.150 mmol) 
15 was added again after 24 h and 30 h. The mixture was diluted with CH 2 C1 2 and 
washed with aq. 1M HC1 (Ix). The org. extracts were dried over MgS04, filtered, 
and the solvents were removed under reduced pressure. Purification of the residue 
by FC (EtOAc/heptane 1 :4 3:7 2:3 -> 1:1 3:2 -> 7:3 ^ 4:1) yielded the 
title compound (185 mg, 67%). R f = 0.63 (EtOAc). LC-MS: R, = 7.40. 

20 

Irl-Mixture of (rac.y(lR*, 5iS*)-3-acetyl-7-{4-{3-(2-bromo-^ 
propyI]phenyl}-6-{cyclopropyH2-((2K^^ 

carbamoyl}-3,9-diazabicyclo[33.1]non-6-ene-9-carboxylic acid 2,2,2- 
trichloro~l,l-dimethylethyl ester and (rac.y(lR% 5S*)-3-acetyl-7-{4-[3-(2- 
25 bromo-5-fluoropheno^)propyl]phenyl}-6-{cyclopropyl-l2<(25*)-2^- 

dihydroxypropyl)benzyl]carbamoyI}-3,9-diazabicycloI33.11non-6-ene-9- 
carboxylic acid 2^^-trichIoro-l,l-dimethylethyl ester (AT) 

A mixture of bicyclononene AS (281 mg, 0.316 mmol), NMOH 2 0 (44.8 mg, 
30 0.332 mmol), and Os0 4 (2.5% in ter/-BuOH, 0.0396 mL, 0.00316 mmol) in THF 
(4 mL), terr-BuOH (2 mL) and water (1 mL) was stirred overnight NMO H 2 0 
(10 mg, 0.074 mmol) and Os0 4 (0.010 mL, 0.008 mmol) were added again and 
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the mixture was stirred again for 3 h. The solvents were removed under reduced 
pressure, and the residue was diluted with EtOAc, washed with aq. 1M HC1 (lx), 
and with aq. sat. NaHC03 (lx). The org. extracts were dried over MgSC>4, 
filtered, and the solvents were removed under reduced pressure. Purification of 
5 the residue by FC (EtOAc/heptane 1:4 -* 2:3 -> 3:2 -> 4:1 -> EtOAc -> 
MeOH/EtOAc 1:9) yielded the title compounds (207 mg, 71%). Rf = 0.20 
(EtOAc). LC-MS: R* = 6.23; ES+: 922.59. 

(rac}-(lR*> 55*)-3-AcetyI-7-{4-[3-(2-broma-5-fluorophenoxy)propyl]phenyl}- 
10 6-{<yclopropyI-I2-(2^xoethy^ben^llcarbamoyl}-3^-diazabiqrclo[33.1]non- 
6-ene^9-carboxylic acid 2£^trichIoro-M-dimethyIethyl ester (AU) 

A mixture of bicyclononenes AT (167 mg, 0.181 mmol) and NaI0 4 (40 mg, 0.187 
mmol) in THF (3 mL) and water (1 mL) was stirred at rt for 1 h. NaI04 (20 mg, 
15 0.01 mmol) was added again and the mixture was stirred for 3 h. The mixture was 
diluted with EtOAc and washed with aq. sat. NaHC0 3 (lx). The org. extracts 
were dried over MgS04, filtered, and the solvents were removed under reduced 
pressure. The residue was dried under high vacuum and the title compound (156 
mg, 97%) was used without further purification. LC-MS: Rt = 6.87; ES+: 891.78. 

20 

(rac.y{JR*y 5S*)-3-Acetyl-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]pbenyl>- 
6-{cycIopropyl-[2-(2-hydroxyethyl)beii2yllcarbamoyI}-3^- 
diazabicyclo[33-ll-non-6-ene-9-carboxylic acid 2£,2-trichloro-l,l- 
dimethylethyl ester (AV) 

25 

A mixture of bicyclononene AU (44.6 mg, 0.05 mmol) and NaBHU (about 2 mg, 
about 0.05 mmol) in MeOH (1 mL) was stirred at rt for 90 min. The mixture was 
diluted with EtOAc and washed with aq. 1M HC1 (lx). The org. extracts were 
dried over MgS0 4 , filtered and the solvents were removed under reduced 
30 pressure. The residue was used without further purification. 



Compounds of type AW 
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{rac.y(lR* 9 55*)-7.[4-(3-HydroxypropyI)phenyl]-3^diazabicyclo[33.1]non- 
6-ene-3,6,9-tricarboxylic acid 3-/<?rt-butyl ester 6-ethyl ester 9-(2,2,2- 
trichloro-l,l-dimethyIethyl) ester (AW1) 

5 

TBAF (28.8 g, 91.4 mmol) was added to a sol. of bicyclononene H3 (45.6 g, 60.9 
mmol) in THF (900 mL) at 0 °C. After 20 min, the ice bath was removed. After 
stirring the mixture at rt for 5 h, it was diluted with EtOAc and washed with water 
(2x). The org. extracts were dried over MgS0 4 , filtered, and the solvents were 
10 removed under reduced pressure. Purification of the residue by FC 
(EtOAc/heptane 1:4 -» 1:1) yielded the title compound (27.6 g, 72%). R f = 0.22 
(EtOAc/heptane 1:1). LC-MS: R< = 6.11; ES+: 655.23. 

{rac.y(lR*> 55*>7-I4-(2-Hydroxyethoxy)phenyl]-3,9-diazabicyclo[33.1]non- 
15 6-ene-3,6^-tricarboxylic acid 3-terf-butyl ester 6-ethyl ester 9-(2,2,2- 
trichloro-l,l-dimethylethyl) ester (AW2) 

As for compound AW1 but from bicyclononene H7 (44.4 g, 59.2 mmol) TBAF 
(28.0 g, 88.9 mmol) and THF (600 mL). Purification by FC (EtOAc/heptane 1:3 
20 1:1 -> EtOAc) yielded the title compound (23.67 g, 63%). Rf = 0.20 

(EtOAc/heptane 1:1). LC-MS: R* = 6.02; ES+: 635.36. 

Compounds of type AX 

25 (rac)-(lR* y 55*)-7-{4-[3K23>6-Tri£luorophenoxy)propyl]phenyl}-3^-diaza- 
bicyclo[33.1]non-6-ene-3,6,9-tricarboxylic acid 3-ter*-butyl ester 6-ethyl ester 
9-(2^^-trichloro-l,l-dimethyIethyl) ester (AX1) 

A mixture of bicyclononene AW1 (20.22 g, 32.0 mmol), 2,3,6-trifluorophenol 
30 (9.50 g, 64.0 mmol), azodicarboxylic dipiperidide (16.15 g, 64.0 mmol) and 
tributyl phosphine (85%, 27.9 mL, 96.0 mmol) in toluene (800 ml) was heated to 
reflux for 2 h. The mixture was allowed to cool to rt and the solvent removed 
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under reduced pressure. Purification of the residue was purified by FC 
(EtOAc/heptane 1 :19 -> 1:9 -» 1:4) yielded the title compound (21.7 g, 89%). Rf 
« 0.60 (EtOAc/heptane 1:1). LC-MS: R, = 1.25; ES+: 765.22. 

5 (rac.y{JR* t 55*)-7-{4-[3-(2-Broino-5-flaorophenoxy)propyl]phenyl}-3^- 
diaza-bicycloI33.1]non-6-ene-3,6^-tricarboxylic acid 3-tert-butyl ester 6- 
ethyl ester 9<2^;2-tricMoro-l,l-dimethylethyl) ester (AX2) 

As for AX1, but from bicyclononene AW1 (27.63 g, 43.6 mmol), 2-bromo-5- 
10 fluorophenol (9.70 mL, 87.2 mmol), azodicarboxyUc dipiperidide (22.0 g, 87.2 
mmol), tributyl phosphine (32.2 mL, 131 mmol), and toluene (550 ml). 
Purification of the residue by FC (EtOAc/heptane 1:19 -> 1:9 -» 1:4) yielded the 
title compound (31.67 g, 90%). Rf - 0.60 (EtOAc/heptane 1:1). LC-MS: R, = 
7.63. 

15 

(rac}-{Ut*> 55*)-7-{4-[2-(2-Chloro-43-dimethylphenoxy)ethoxy]phenyl}-3^- 
diazabicyclo[33.11non-6-ene-3,6^-tricarboxyBc acid 3-ferf-butyl ester 6-ethyl 
ester 9-(2^^-trichloro-l,l-dimethylethyl) ester (AX3) 

20 As for AX1, but from bicyclononene AW2 (11.83 g, 18.6 mmol), 2-chloro-4,5- 
dimethylphenol (5.83 mL, 37.2 mmol), azodicarboxyUc dipiperidide (9.39 g, 37.2 
mmol), tributyl phosphine (85%, 16.2 mL, 55.8 mmol), and toluene (300 ml). 
Purification of the residue by FC (EtOAc/heptane 1:19 -> 1:9 -> 1:3 -> 1:1) 
yielded the title compound (13.35 g, 93%). Rf = 0.50 (EtOAc/heptane 1:1). LC- 

25 MS:R, = 7.60. 

(racyilR *, 55*)-7-{4-l2-(4-Bromophenoxy)ethoxy]phenyl}-3,9-diazabicyclo- 
[33.1]non-6-ene-6,9-dicarboxyIic acid 6-ethyl ester 9-(2,2,2-trichloro-l,l- 
dimethyletbyl) ester (AX4) 

30 

As for AX1, but from bicyclononene AW2 (11.83 g, 18.6 mmol), 4-bromophenol 
(6.43 mL, 37.2 mmol), azodicarboxyUc dipiperidide (9.39 g, 37.2 mmol), tributyl 
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phosphine (85%, 16.2 mL, 55.8 mmol), and toluene (300 ml). Purification of the 
residue by FC (EtOAc/heptane 1:19 -» 1:9 -+ 1:3 1:1) yielded the title 
compound (13.6 g, 92%). Rf= 0.50 (EtOAc/heptane 1:1). LC-MS: Rt = 7.49. 

5 Compounds of type AY 

{rac.y{lR*, 5S*)-7-{4-[3-(2A6-Trifluorophenoxy)propyl]phenyl}-3^-diaza- 
bicyclo[33.1]non-6-ene-3,6^-tricarboxyUc acid 3-lerf-butyl ester 9-(2,2,2- 
trichloro-l,l-dimethylethyl) ester (AY1) 

10 

A mixture of bicyclononene AX1 (15.76 g, 20.7 mmol) in EtOH (600 mL) and aq. 
1M NaOH (600 mL) was stirred for 7 h at 80 °C. The mixture was allowed to 
cool to rt and the solvents were partially removed under reduced pressure. The 
residue was diluted with EtOAc and aq. 1M HC1 was added to pH 1 - 2. The 
15 phases were shaken, separated and the aq. phase was extracted with EtOAc (2x). 
The combined org. extracts were dried over MgS04, filtered, and the solvents 
were removed under reduced pressure. Purification of the residue by FC 
(EtOAc/heptane 1:4 -» 1:2 -+ 1:1) yielded the title compound (12.15 g, 80%). 
LC-MS: R« = 1.16; ES+: 737.21. 

20 

(raayilR *, 55*)-7-{4-[3-(2-Bromo-S-fluorophenoxy)propyl]phenyl}-3^- 
diaza-bicyclo[3.3.1]non-6-ene-3,6^>-tricarboxylic acid 3-tert-butyl ester 9- 
(2,2,2-tricbloro-l,l-dimethy]ethyl) ester (AY2) 

25 As for compound AY1, but from bicyclononene AX2 (29.67 g, 36.8 mmol), EtOH 
(700 mL) and aq. 1M NaOH (700 mL). Purification by FC (EtOAc/heptane 1:1 
EtOAc ->• MeOH/EtOAc 1:9) yielded the title compound 26.67 g (94%). LC- 
MS: Rt = 6.89; ES+: 749.92. 

30 (racyiJR*, 55>7-{4-[2^2^^Trimethylphenoxy)ethylJphenyl)-3^-diaza- 
bicycIo[33.1)non-6-ene-3,6,9-tricarboryUc acid 3-tert-butyI ester 9-(2,2,2- 
tricbloro-l,l-dimethylethyI) ester (AY3) 
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Under N 2 Pd/C (10%, 1.92 g) was added to a sol. of bicyclononene AP2 (19.2 g, 
24.0 mmol) in MeOH (390 mL) cooled to 0 °C. The mixture was purged with H 2 
(4x) and stirred at 0 °C under H 2 for 7 h. The mixture was filtered through Celite, 
5 diluted with EtOAc and washed with aq. 1M HC1 (lx). The org. extracts were 
dried over MgSO», filtered, and the solvents were removed under reduced 
pressure. Purification by FC (EtOAc/heptane 1:3 -»• 1:1 -> EtOAc -» 
MeOH/EtOAc 1:9) yielded the title compound (4.26 g, 25%). LC-MS: R| = 7.10. 

10 (rac)-(lR*, 55*)-7-{4-[2-(2-Chloro-4,5-dimethylphenoxy)ethoxy]phenyl}-3,9- 
diazabicycIo[33.11non-6-ene-3,6^-tricarboxylic acid 3-terf-butyl ester 9- 
(2^^-trichloro-l,l-dimethyIethyl) ester (AY4) 

As for compound AY1, but from bicyclononene AX3 (13.35 g, 17.2 mmol), EtOH 
15 (670 mL) and aq. 1M NaOH (670 mL). Purification by FC (EtOAc/heptane 1:1 
-> EtOAc -> MeOH/EtOAc 1:9) yielded the title compound 12.3 g (96%). Rf = 
0.75 (EtOAc). LC-MS: R, = 6.94. 

(roc)-(ii?*, 55*)-7-{4-l2-(4-Bromophenoxy)ethoxy]phenyl}-3,9-diazabicyclo- 
20 [33.1]non-6-ene-6,9-dicarb©xylic acid 9-(2£,2-tricbJoro-M-dmiethyIethyl) 
ester (AYS) 

As for compound AY1, but from bicyclononene AX4 (13.6 g, 17.2 mmol), EtOH 
(680 mL) and aq. 1M NaOH (680 mL). Purification by FC (EtOAc/heptane 1:1 
25 -» EtOAc -» MeOH/EtOAc 1:9) yielded the title compound 12.2 g (93%). R* = 
0.75 (EtOAc). LC-MS: Rt = 6.75. 

Compounds of type AZ 

30 {rac.y-{lR *, 55*)-3-Acetyl-7-[4-(3-hydroxypropyl)phenylJ-3^-diazabicycIo- 
[3.3.1]non-6-ene-6,9-dicarboxylic acid 9-(2^^-trichloro-l,l-dimethyletbyl) 
ester (AZ1) 



WO 03/093267 



229 



PCT/EP03/03721 



A mixture of bicyclononene S5 (3.23 g, 5.60 mmol) in EtOH (50 mL) and aq. 1M 
NaOH (50 mL) was stirred at 80 °C for 5 h. The mixture was allowed to cool to rt 
and diluted with EtOAc. The mixture was brought to pH 2 with aq. 1M HC1 and 
5 extracted with EtOAc (3x). The combined org. extracts were dried over MgS0 4 , 
filtered, and the solvents were removed under reduced pressure. Purification by 
FC (MeOH/CH 2 Cl 2 1:19 -» 1:9 -» 1:4) yielded the title compound (1.40 g, 46%). 
LC-MS: R» = 0.89; ES+: 547.28. 

10 {rac.y{lR *, 55*)-7-[4-(2-Hydroxyethyl)phenylJ-3^-diazabicyclo[33.1]non-6- 
ene-3,6,9-tricarboxylic acid 3-terr-butyl ester 9-(2,2,2-tricliloro-l,l-dimethyI- 
etbyl) ester (AZ2) 

As for compound AZ1 but from bicyclononene H8 (4.96 g), EtOH (150 mL) and 
15 aq. 1M NaOH (150 mL). The crude material was used further without 
purification. 

Compounds of type BA 

20 (racMZR*, 55*>-3-Acetyl-7-{4-[3-(terr-butyldimethyIsaanyloxy)propyl]- 
phenyl}^[(2^Moroben^i) c y c l°P ro PyI car ban»oylI-3,9-diazabicyclop.3.1]- 
non-6-ene-9-carboxylic acid 2^-tricMoro-l,l-dimethylethyl ester (BA1) 

A mixture of bicyclononene T4 (1.85 g, 2.79 mmol), (2-chlorobenzyl> 
25 cyclopropylamine (1 .52 g, 8.37 mmol), DMAP (85 mg, 0.70 mmol), DIPEA (1 .91 
mL, 1 1.2 mmol), HOBt (377 mg, 2.79 mmol) and EDC HC1 (803 mg, 4.19 mmol) 
in CH 2 C1 2 (50 mL) was stirred at rt for 18 h. The mixture was diluted with more 
CH 2 C1 2 and washed with aq. 1M HC1 (lx) and aq. sat. NaHC0 3 (lx). The org. 
extracts were dried over MgS0 4 , filtered, and the solvents were removed under 
30 reduced pressure. Purification of the residue by FC (EtOAc/heptane 1 :4 -» 1:3 -> 
1:2 -» 1:1) yielded the title compound (1.16 g, 50%). LC-MS: Rt - 1.37. 
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(rac.y{lR\ 5S*)-7-{4-[2-(tert-Bu«yIdiphenylsUanyloxy)ethyl]phenyl}-6-l(2- 
chlorobenzyr)cyclopropylcarbamoyll-3^-diazabicyclo [3.3.1)non-6-ene-3,9- 
dicarboxyuc acid 3-tert-bntyl ester 9-(2^^-trichloro-l,l-dimethylethyI) ester 
(BA2) 

5 

As for compound BA1, bur from bicyclononene T5 (crude, about 5.79 mmol), (2- 
cblrobenzyl)cyclopropylamine (3.10 g, 17.1 mmol), DBPEA (3.9 mL, 22.8 mmol), 
DMAP (140 mg, 1.14 mmol), HOBt (770 mg, 5.70 mmol), and EDCHC1 (1.64 g, 
8.55 mmol), in CH 2 C1 2 (50 mL). Purification of the residue by FC 
10 (EtOAc/heptane 1:8 -> 1:4) yielded the title compound 3.35 g (58%). Rf = 0.55 
(EtOAc/heptane 2:3). LC-MS: R* = 1 .40. 

(roc)-(iJ?*,55*)-3-Acetyl-7-{4-[2-(tert-butyldiphenylsilanyloxy)ethyl]phenyl>- 
6-I(2^hlorobeiizyi)cyclopropylcarbamoyl]-3^-diazabicyclo[33.1)non-6-ene- 
15 9-carboxylic acid 2,2,2-trichIoro-l,l-dunethylethyI ester (BA3) 

As for compound SI, from BA2 (1.45 g, 1.45 mmol), CH 2 C1 2 (10 mL), 4M 
HCl/dioxane (10 mL), THF (20 mL), without DMAP, DIPEA (4.62 mL, 27.0 
mmol), acetyl chloride (0.903 mL,9.55 mmol), and MeOH (5 mL). Purification 
20 of the residue by FC (ErOAc/heptane 1:1 -> EtOAc -» MeOH/EtOAc 1 :9) led to 
the title compound (1.34 g, 75%). Rf = 0.30 (EtOAc/heptane 1:1). LC-MS: R» - 
1.39. 

Compounds of type BB 

25 

(raay-ClR*, 55*)-3-AcetyI-6-[(2-chlorobemyl)cycIopropylcarbamoyl]-7-l4-(3- 
hydroxypropyl)phenyl]-34>-diazabicyclo[33.1]non-6-ene-9-carboxylic acid 
2^^-trichloro-l,l-dimethylethyl ester (BB1) 

30 A mixture of bicyclononene BA1 (1.16 g, 1.40 mmol) and TBAF (884 mg, 2.80 
mmol) in THF (10 mL) was stirred at rt for 90 min. The mixture was diluted with 
EtOAc and washed with water (2x) and brine (lx). The org. extracts were dried 
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over MgS0 4 , filtered, and the solvents were removed under reduced pressure. 
Purification by FC (MeOH/CH 2 Cl 2 1:49 -> 1:9) yielded the title compound (990 
mg, 98%). Rf = 0.47 (MeOH/CH 2 Cl 2 1:9). LC-MS: R* - 1.1 1. 

5 (ra c.y{lR *, 5iS*>3-Acetyl-^-[(2-chlorobenzyl)cyclopropylcarbamoyl]-7-[4-(2- 
hydroxyethyl)phenyl]-3^-diazabicycIo[33*l]non-6-ene-9-carboxylic acid 
2;2>tricUoro-M^imethylethyl ester (BB2) 

As for compound BB1, but from BA3 (1.99 g, 2.21 mmol), TBAF (1M in THF, 
10 4.5 mL, 4.5 mmol) in THF (15 mL). Purification by FC (EtOAc/heptane 1:5 -> 
1:1 EtOAc) yielded the title compound (1.00 g, 68%). Rf = 038 
(EtOAc/heptane 1:1). LC-MS: R<= 1.09; ES+: 698.02. 

(rac.y{lR*, 55*)-6-[(2^Worobenzyl)cyclopropylcarbamoylJ-7-{4-l3-<23,6- 
15 triflaorophenoxy)propyl]phenyI}-3,9-diazabicyclo[33.1Jnon»6-ene-3- 
carboxylic acid tert-butyl ester (BC) 

Zn (1.63 g, 24.9 mmol) was added to a sol. of bicyclononene AK2 (2.25 g, 2.50 
mmol) in THF (30 mL) and AcOH (10 mL) under efficient stirring. The mixture 
20 was stirred efficiently for 2.5 h, then filtered and washedwith THF. The filtrate 
was diluted with EtOAc and washed with aq. 1M NaHO (2x). The org. extracts 
were dried over MgS0 4 , and filtered. Evaporating the solvents under reduced 
pressure yielded the title compound that was used without further purification. 

25 (1R 9 J5>9-Methyl-7-trifluoromethanestito 

6-ene-3,6-dicarboxylic acid 6-benzyI ester 3-ter/-butyl ester (BD) 

A sol. of bicyclononene AG (1.13 g; 2.91 mmol) in THF (8 ml) was added to a 
suspension of NaH (ca 60%, 175 mg; 4.36 mmol) in THF (2 ml) at 0°C. After 30 
30 min Tf 2 NPh (1.56 g; 4.36 mmol) was added and the mixture was stirred at rt for 
12 h. Ice (5 g) was added and THF was evaporated. The aq. residue was extracted 
with EtOAc (3x). The combine org. extracts were dried over MgS0 4 , filtered, and 
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the solvents were removed under reduced pressure. Puriciation of the residue by 
FC (EtOAc/cyclohexane 1:1 -+ EtOAc) yielded the title compound (1.28 g, 84%). 
Rf=0.53(EtOAc). 

5 (iJ?, 55^-7-{4-[3-(tert-Butyloimethylsaanyloxy)propyllphenyl}-9-methyl-34)- 
diazabicyclo[33J]non-6-ene-3,6-dicarboxylic acid 6-benzyl ester 3-terf-butyl 
ester (BE) 

BuLi (1.6 M in hexane, 3.82 mL, 5.98 mmol) was added to a sol. of [3-(4- 
10 bromophenyl)propoxy]-rer^utyldimethylsilane (Kiesewetter D. O., Tetrahedron 
Asymmetry, 1993, 4, 2183; 1.97 g; 5.98 mmol) in THF (4ml) at -78°C. After 30 
min ZnCl 2 (1M in THF, 7.2 ml; 7.2 mmol) was added and the mixture was alloed 
to warm up to rt A sol. of bicyclononene BD (1.24 g: 2.39 mmol) in THF (7 ml) 
and Pd(PPh 3 ) 4 (69 nog; 0.060 mmol) were added after each other and the mixture 
15 was heated to 40°C for 35 min. The reaction mixture was allowed to cool to rt, 
sat solution of NH4CI was added, and the mixture was extracted with EtOAc (3x). 
The combined org. extracts were dried over MgS0 4 ,filtered, and the solvents were 
removed under reduced pressure. Purification of the residue by FC 
(EtOAc/cyclohexane 1:1 -* EtOAc) yielded the title compound (1.22 g, 82%). Rf 
20 = 0.27 (EtOAc). LC-MS:Rt = 5.68; ES+ = 621.30. 

(JR t 55)-7-{4-[3-(tert-ButyldimethyIsaanyloxy)propyl]phenyl}-3,9-diaza- 
bicycIo[33.1]non-6-ene-3,6^-tricarboxyUc acid 6-benzyl ester 3-lert-butyl 
ester 9-(2^^-trichloro-14-dimethylethyl) ester (BF) 

25 

A mixture of bicyclononene BE (1.66 g, 2.67 mmol) and p,p,p-trichloro-/er/-butyl 
chloroformate (13.4 g, 240 mmol) in 1,2-dichloroethane (10 ml) was heated to 
reflux for 4 h. The mixture was allowed to cool to rt and the solvents were 
removed under reduced pressure. Purification of the residue by FC 
30 EtOAc/cyclohexane 1:4) yielded the title compound (1.75 g, 83%). Rf - 0.43 
(EtOAc/cyclohexane 1:4). LC-MS: R»= 8.30. 
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(1R, 55)-7-[4-(3-Hydroxypropyl)phenyl]-3^-diazabicyclol3J.l]non-6-ene- 
3,6,9-tricarboxylic acid 6-benzyl ester 3-ferf-butyl ester 9-(2,2,2-tricnloro-l,l- 
dimethylethyl) ester (BH) 

5 A sol. of bicyclononene BF (1.59 g, 1.96 mmol) in CH 2 C1 2 (3 ml) was cooled to 
0°C and HCl/dioxane (4M, 10 ml) was added. The mixture was stirred for 2 h at 
0°C and subsequently for 3 h at rt. After the solvents were removed under 
reduced pressure the crude was dried under high vacuum. The cresidue was 
dissolved in THF (5 ml). DMAP (12 mg, 0.098 mmol) and DIPEA (1.34 ml; 

10 7.849 mmol) were added and the mixture was cooled to -78 °C. AcCl (0.153 ml; 
2.16 mmol) was added and reaction mixture was stirred at -78 °C for 30 min. 
After addition of MeOH (1 ml) and warming-up to rt, aq. HC1 (1M, 10 ml) was 
added and reaction mixture was extracted with EtOAc (3x). The combined org. 
extracts were washed with aq. sat NaHCOa (lx), and the org. extracts were dried 

15 over MgS0 4 , filtered, and Ihe solvents were removed under reduced pressure. 
Purification of the residue by FC EtOAc/cyclohexane 1:3 — » 1:1) yielded the title 
compound (280 mg, 22%). Rf = 0.38 (EtOAc). LC-MS: Rt = 5.43; ES+ = 637.17. 

(iJ?, 55)-7-[4-(3-HydroxypropyI)phenyll-3^-diazabicyclo[33.11non-6-ene- 
20 3,6,9-tricarboxylic acid 3-tert-butyl ester 9-(2£,2-tricMoro-l,l-dimethyl- 
ethy 1) ester (BI) 

A mixture of bicyclononene BH (140 mg; 0.219 mmol) and Pd/C (10%, 25 mg) in 
MeOH (4 ml) was stitted at rt under H 2 for 2 h. The mixture was filtered through 
25 Celite, washed with MeOH, and the solvents were evaporated under reduced 
pressure. The crude product (110 mg) was directly used in the next reaction 
without purification R f = 0.15 (EtOAc). LC-MS: Rt = 4.41; ES- : 545.02. 

(IB, 55>7-[4-(3-Hydr6xypropyI)phenyl]-6-(methylphenethylcarbamoyl)-3,9- 
30 diazabicyclo[33.1]non-6-ene-3^-dicarboxyfic acid 3-tert-butyl ester 9-(2,2,2- 
trichloro-l,l-dimethylethyl) ester (BJ) 
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10 



A mixture of bicyclononene BI (95 mg; 0.17 mmol), phenethylmethylamine (0.48 
ml; 0.34 mmol); HOBt (6.0 mg, 0.042 mmol), EDCHC1 (49 mg; 0.255 mmol) and 
DMAP (5.0 mg; 0.042 mmol) in CHC1 3 (6 ml) was stirred at rt for 14 h. Aq HC1 
(1M) was added and the mixture was extracted with CH 2 C1 2 (3x). The org. phase 
was washed with aq. sat NaHCOj (lx), the combined org. extracts were dried 
over MgS0 4 , filtered, and the solvents were removed under reduced pressure. 
Purification of the residue by FC (EtOAc/cyclohexane 1:1 EtOAc) yielded the 
title compound (64 mg, 44%). R f = 0.25 (EtOAc). LC-MS: Rt = 5.37; ES+: 
664.29. 

(JR y 5,S)_7-{4-l3-(2-Bromo-5-fluoroplienoxy)propyIlphenyl}-6-(metliyl- 
phencthyIcarbamoyl)-3,9^iazabicyclo[33A}non-6-ene-3^-dicarboxylic acid 
3-ferf-butyl ester 9-(2^^-trichloro-l,l-dime*byl-ethyl) ester (BK) 

15 A mixture of bicyclononene BJ (60 mg; 0.090 mmol), 2-bromo-5-fluorophenol 
(34 mg, 0.18 mmol), azodicarboxylic dipiperidide (34 mg; 0.135 mmol) and 
tributylphosphine (67 mg; 0.270 mmol) in toluene (2 ml) was heated to reflux for 
20 h. The solvent was removed under reduced pressure. Purification of the 
residue was by FC EtOAc/cyclohexane 2:1 -» 4:1) yielded the title compound (58 

20 mg, 76%). R f = 0.60 (EtOAc). LC-MS: R, = 7.01; ES+ - 836.07. 

(rac)-(lR*> 55:*)-3-Acetyl-7-{4-[3-(2-bromo-5-fluorophenoxy)- 
propyl]phenyl>-3^-diazabicyclol33.1]non-6-ene-6,9-dicarboxyUc acid 6-ethyl 
ester 9-(2^^-trichIoro-l,l-dunethylethyl) ester (BL) 



25 



30 



HCl/dioxane (4M, 20 mL) was added to a sol. of bicyclononene AX2 (2.00 g, 2.47 
mmol) in CH 2 C1 2 (20 mL) cooled to 0 °C. The ice bath removed and the mixture 
was stirred at rt for 2 h. The solvents were removed under reduced pressure and 
the foamy residue dried under high vacuum. A mixture of this residue, DMAP 
(15 mg, 0.123 mmol) and DIPEA (1.69 mL, 9.88 mmol) in THF (40 mL) was 
cooled to -78 °C, and AcCl (0.186 mL, 2.47 mmol) was added. The mixture was 
stirred for 20 min at -78 °C and MeOH (5 mL) was added. The mixture was 
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allowed to warm up to rt, was diluted with EtOAc and washed with aq. 1M HC1 
(lx). The org. extracts were dried over MgS0 4 , filtered, and the solvents were 
removed under reduced pressure. Purification of the residue by FC 
(EtOAc/heptane 1:4 — > 1:1 — > EtOAc) yielded the title compound (1.55 g, 83%). 
5 Rf= 0.50 (EtOAc). 

Compounds of type BM 

3-Acetyl-7-{4-[2-(2-bromo-5«fluorophenoxy)ethoxy]plienyl}-3 > 9-diaza- 
10 bicyclo[33.1]non-6-ene-6,9-dicarboxyUc acid 6-ethyl ester 9-(2,2,2-trichloro- 
1,1-dimethyIethyl) ester (BM2) 

Tributylphosphine (3.84 mL, 15.6 mmol) was added to a sol. of bicyclononene S4 
(3.00 g, 5.19 mmol), 2-bromo-5-fluorophenol (1.15 mL, 10.4 mmol) and 
15 azodicarboxylic dipiperidide (1.97 g, 7.79 mmol) in toluene (30 mL). The 
mixture was heated to reflux for 2 h and allowed to cool to rt The solvents were 
removed under reduced pressure. Purification by FC (EtO Ac/heptane 1:1 — > 2:1 
3:1) yielded the title compound (2.70 g, 69%). 

20 3-Acetyl-7~{4-[2-(2^hloro-^ 

bi<^clo(3.3.1]non-d-ene-6^-dicarboxylic acid 6-ethyl ester 9-(2,2,2-trichloro- 
1,1-dimethylethyl) ester (BM3) 

As described for compound BM2, but from bicyclononene S4 (3.00 g, 5.19 
25 mmol), 2-cMoro-4,5-dimethylphenol (1.64 g, 10.5 mmol), azodicarboxylic 
dipiperidide (1.98 g, 7.86 mmol) , tributylphosphine (3.90 mL, 15.7 mmol) and 
toluene (50 mL). Purification by FC yielded the title compound (2.82 g, 75%). 

3-Acetyl-7-{4-[2-(2,6-dichlo^ 
30 bicyclo[3.3.1]non-6-ene-6^-dicarboxylic acid 6-ethyl ester 9-(2,2,2-trichloro- 
1,1-dimethylethyl) ester (BM4) 
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As described for compound BM2, but from bicyclononene S4 (3.00 g, 5.19 
mmol), 2,6-dicMoro-4-memylphenol (1.84 g, 10.38 mmol), azodicarboxylic 
dipiperidide (1.97 g, 7.79 mmol) , tributylphosphine (3.84 mL, 15.6 mmol) and 
toluene (50 mL). Purification by FC yielded the title compound (2.76 g, 72%). 

5 

3-Ace^l-7-{4-[2-(23-dichlorophenoxy)ethoxy]phenyl}-3^-diazabicyclo- 
[33.11non-6-ene-6,9-dicarboxylic acid 6-ethyI ester 9-(2^!^-trichloro-l,l- 
dimethylethyl) ester (BM5) 

10 As described for compound BM2, but from bicyclononene S4 (3.20 g, 5.54 
mmol), 2,3-dichlorophenol (1.80 g, 11.1 mmol), azodicarboxyUc dipiperidide 
(2.10 g, 8.31 mmol) , tributylphosphine (4.11 mL, 16.6 mmol) and toluene (50 
mL). Purification by FC yielded the title compound (2.22 g, 55%). 

15 3-Acetyl-7-{4-[2-(4-chIoro-2-methylphenoxy)ethoxy]phenyl}-3^-dia2a- 

bicyclo[3.3.1]non-6-ene-6,9-dicarboxyUc acid 6-ethyl ester 9-(2,2,2-trichl©r©- 
1,1-dimethylethyl) ester (BM7) 

As described for compound BM2, but from bicyclononene S4 (3.00g, 5.19 mmol), 
20 4-chloro-2-methylphenol (1.48 g, 10.4 mmol), azodicarboxylic dipiperidide (1.97 
g, 7.79 mmol) , tributylphosphine (3.84 mL, 15.6 mmol) and toluene (50 mL). 
Purification by FC yielded the title compound (1.36 g, 37%). 

3-Aceryl-7-{4-I2-(2,4^trichlorophenoxy)ethoxylphenyI}-3^-diazabicyclc- 
25 [33.11non-6-ene-6,9-dicarboxylic acid 6-ethyl ester 9-(2^^-trichloro-l,l- 
dimethylethyl) ester (BM9) 

As described for compound BM2, but from bicyclononene S4 (3.00 g, 5.19 mmol) 
2,4,5-trichlorophenol (2.05 g, 10.4 mmol), azodicarboxylic dipiperidide (1.97 g, 
30 7.79 mmol) , tributylphosphine (3.84 mL, 15.6 mmol) and toluene (50 mL). 
Purification by FC yielded the title compound (2.76 g, 72%). 
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3-Acetyl-7-{4-[2-(2-chloro-5-flnorophenoxy)ethoxy]phenyl}-3^Hiiaza- 
bicycIo(33.11iion-6-ene-6^-dicarboxylic acid 6-ethyI ester 9-(2;2£-trichloro- 
1,1-dimethyIethyI) ester (BM10) 

5 As described for compound BM2, but from bicyclononene S4 (3.18 g, 5.50 mmol) 

2- chloro-5-fluorophenol (1.61 g, 11.0 mmol), azodicarboxylic dipiperidide (2.08 
g, 8.25 mmol) , tributylphosphine (4.10 mL, 16.6 mmol) and toluene (50 mL). 
Purification by FC yielded the title compound (2.67 g, 69%). 

io Compounds of type BN 

3- Acetyl-7-{4-I2-(2-bromo-5-fluorophenoxy)ethoxy]phenyl}-3^-diaza- 
bicyclo[33.1]non-6-ene-6^-dicarboxylic acid 9-(2^^-trichloro-l,l-dimethyl- 
ethyl) ester (BN2) 

15 

A mixture of bicyclononene BM2 (2.69, 3.58 mmol) in aq. 1M NaOH (30 mL) 
and EtOH (70 mL) was stirred for 1 h at 85 °C. The mixture was allowed to cool 
to rt and the solvents were partially removed under reduced pressure. The residue 
was acidified to pH 2 with aq. 1M HC1 and this mixture was extracted with EtOAc 
20 (3x). The combined org. extracts were dried over MgS04, filtered, and the 
solvents were removed under reduced pressure. The crude title compound (2.96 
g, quantitative yield) was used further without purification. 

3-Acetyl-7-{4-[2-(2-cMoro-4^dimethylphenoxy)ethoxy]phenyl}-3,9-diaza- 
25 bicyc!o[33.1]non-6-ene-6^-dicarboxyUc acid 9-(2^-trichloro-l,l-dimethyl- 
ethyl) ester (BN3) 



As described for compound BN2, but from bicyclononene BM3 (2.82 g, 3.94 
mmol), aq. 1M NaOH (30 mL) and EtOH (70 mL). The crude title compound 
30 (2.59 g, 96%) was used further without purification. 
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3-Acetyl-7-{4-I2-(2,6-dichloro-4-methylphenoxy)ethoxy]phenyl}-34»-diaza- 
bicyclo[33.1)non-6-ene-6,9HMcarboxyBc acid 9-(2»2^-trichloro-l,l-din»«tl>y»- 
ethyl) ester (BN4) 

5 As described for compound BN2, but firom bicyclononene BM4 (2.75 g, 3.73 
mmol), aq. 1M NaOH (30 mL) and EtOH (70 mL). The crude title compound 
(2.63 g, quantitative yield) was used further without purification. 

3-Acetyl-7-{4-[2-(2^-dichlorophenoxy)ethoxyJphenyl}-3^-diazabicyclo- 
10 [33.11non-6-ene-64»-dicarboxyUc acid 9-(2^^-trichloro-l,l-dimethylethyI) 
ester (BN5) 

As described for compound BN2, but fiom bicyclononene BM5 (2.22 g, 3.07 
mmol), aq. 1M NaOH (30 mL) and EtOH (70 mL). The crude title compound 
15 (1 .59 g, 75%) was used further without purification. 

3-Acetyl-7-{4-[2-(4-chloro-2-methylphenoxy)ethoxy]phenyl}-3^-diaza- 
bicyclo[33.1Jnon-6-ene-6,9-dicarboxylic acid 9-(2^5»2-trichloro-l,l-dimethyl- 
ethyl) ester (BN7) 

20 

As described for compound BN2, but from bicyclononene BM7 (1.35 g, 1.92 
mmol), aq. 1M NaOH (30 mL) and EtOH (70 mL). The crude title compound 
(1 .25 g, 97%) was used further without purification. 

25 3.AcetyI-7-{4-[2-(2,4^-trichlorophenoxy)ethoxy]phenyl>-34»-diazabicycIc- 

[33.11non-6-ene-6^-dicarboxylic acid 9-(2^^-tricbloro-l,l-dimethylethyl) 
ester (BN9) 



As described for compound BN2, but from bicyclononene BM9 (2.31 g, 3.05 
30 mmol), aq. 1M NaOH (30 mL) and EtOH (70 mL). The crude title compound 
(2. 19 g, 99%) was used further without purification. 
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3-AcetyI-7-{4-[2-(2-chloro-5-fluorophenoxy)ethoxy]phenyl}-3^-diazabicyclo- 
f33.11non-6-ene-6^-dicarboxylic acid 9-(2^>trichIoro-l,l-dimethylethyl) 
ester (BN10) 

5 As described for compound BN2, but from bicyclononene BM10 (2.82 g, 3.94 
mmol), aq. 1M NaOH (30 mL) and EtOH (70 mL). The crude tide compound 
(1 .90 g, 74%) was used further without purification. 

Preparation of the final compounds 

10 

Typical procedure (A) for the acylation: 

To a solution of bicyclononene in anhydrous EtOAc was added vacuum dried- 
Amberlyst 21 (1.5 g/mmole of bicyclononene) or another suitable scavenger, 
15 followed by the addition of the desired acid chloride (1.5 eq.). After shaking the 
suspension for 3 h, an aliquot water was added and shaking was continued for 1 h. 
The resin was then removed by filtration, washed with EtOAc and the filtrate was 
evaporated to yield the intermediate amide. 

20 The synthesis of the sulfonamide, carbamate or urea derivatives was performed in 
analogy to die above-described procedure, by using the corresponding sulfonyl 
chloride, chloroformate or carbamoyl chloride respectively. 

Typical procedure (B) for amide formation from acid chlorides: 

25 

To a sol. of the acid chloride (1 eq.) in CH 2 C1 2 (2.5 mL/mmol) at 0 °C. the amine 
(3 eq.) was added. The mixture was stirred for 3 h while warming up slowly to rt. 
If necessary, more CH 2 C1 2 was added, then the reaction mixture was washed with 
aq. sat NaHCOa (lx) and aq. 1M HC1 (lx). The extracts were dried over MgS0 4 
30 and die solvents were removed under reduced pressure. The obtained product was 
used without further purification. 
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Typical procedure (Q for an amide coupling with CDI 

To a sol. of the carboxylic acid (1 eq.) in CH 2 C1 2 (4 mL/mmol) CDI (1 eq.) was 
added. The sol. or suspension was stirred for 2 h at rt, then cooled to 0 °C. The 
5 amine (6 eq.) was added and the sol. or suspension was stirred for 2 h while 
warming up slowly to rt. The sol. or suspension was washed with water (Ix). The 
org. extracts were evaporated under reduced pressure and the obtained residue was 
used further without purification. 

10 Typical procedure (D)for the reduction of an amide to an amine with LAH 

To a sol. of the amide (1 eq.) was dissolved in THF (3 mL/mmol) LAH (1M in 
THF, 3 eq.) was added carefully. The mixture was stirred at rt for 30 min, then 
heated to 60 °C for 3 h before it was allowed to cool down to rt, then to 0 °C. For 

15 x g of LiAlKi initially added, was added x g of water, then x g of aq. 15% NaOH, 
and finally 3x g of water again. The resulting mixture was stirred overnight, 
filtered, and the precipitate washed with EtOAc. The filtrate was evaporated 
under reduced pressure and the residue diluted in a small amount of MeOH. The 
sol. was passed through a pad of SCX silica gel (sulfonic acid). Elution started 

20 with MeOH, followed by NH 3 /MeOH. The amines eluted with the second second 
eluent. The solvents were removed under reduced pressure. The isolated amines 
were either used without further purification or purified by HPLC, depending on 
the purity. 

25 Typical procedure (E) for the cleavage of the 2,2,2-trichloro-l,l- 
dimethylethylcarbamate protecting group: 

The crude product from another typical procedure was dissolved in THF/AcOH 
(1:0.1) and treated with zinc (20 eq.). The suspension was stirred for 5 h and 
30 filtered through celite, which was washed with EtOAc. The filtrate was 
evaporated under reduced pressure and the residue was purified by HPLC. 
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Typical procedure (F)for the formation ofaryl ether (Mtisunobu reaction) 

The bicyclononene (0.05 mmol) was dissolved or suspended in toluene (1.00 mL). 

The phenol derivative (0.075 mmol) in toluene (0.50 mL) was added. TMAD 
5 (0.075 mmol) in toluene (0.50 mL) was added, followed by tributylphosphine 

(0.15 mmol). The reaction mixture was stirred for 2 h at rt and then 2 h at 60 °C. 

Sometimes, it was necessary to add a second portion of tributylphosphine and to 

stir overnight. Sometimes, THF was necessary as cosolvent to dissolve the 

reactants. The reaction mixture was allowed to cool to rt, then water was added. 
10 The mixture was extracted with EtOAc, and the org. extracts were evaporated 

under reduced pressure. 

Typical procedure (G)for an amide coupling 

15 To a sol. of bicyclononene (0.05 mmol) in CHCfe (2 mL) the desired carboxylic 
acid (0.10 mmol) was added. DIPEA (0.10 mmol), DMAP (0.01 mmol), HOBt 
(0.01 mmol), and EDC-HC1 (0.05 mmol) were added and the reaction mixture was 
stirred overnight Sometimes, it was necessary to add another portion of acid, 
DMAP, HOBt and EDC HC1 and to continue stirring for 24 h. CH 2 C1 2 was added 

20 and the mixture was washed with water. The org. extracts were separated, dried 
over Na 2 S0 4 and filtered. The solvent was removed under reduced pressure. 

Typical procedure (H) for an amide coupling 

25 To a sol. of the bicyclononene (0.05 mmol) CHC1 3 or CH 2 Cl 2 (2 mL) the desired 
amine (commercially available or prepared following known, standard 
procedures) (0.10 mmol) was added. DIPEA (0.10 mmol), DMAP (0.01 mmol), 
HOBt (0.01 mmol) and EDC HC1 (0.05 mmol) were added. The reaction mixture 
was stirred overnight. Sometimes, it was necessary to add another portion of 

30 amine, DMAP, HOBt and EDC HC1 and to continue stirring the sol. for 24 h. 
CH 2 C1 2 was added and the mixture was washed with water. The org. extracts 



WO 03/093267 



242 



PCT/EP03/03721 



were separated, dried overNa 2 S0 4 and filtered. The solvents were removed under 
reduced pressure. 

Typical procedure (J) for reductive amination 

5 

To a solution of aldehyde (leq.) in MeOH (0.5 mL/mmol) was added an amine 
(1.2 eq.). The solution was stirred for 2h. Sodium borohydride (1.2 eq.) was added 
portionwise at 0°C and then stirring was continued, at rt, for 4h. A solution of 
NaOH IN was added and the MeOH was evaporated. The mixture was extracted 
10 with EtOAc twice and the organic layer was washed with brine, dried over 
Na 2 S04 and filtered. The solvent was removed undo- reduced pressure. The 
isolated amines were either used without further purification or purified by flash 
chromatography (EtO Ac/heptane: 2/8), depending on the purity. 



15 Typical procedure (K) for an anhydride coupling 

To a sol. of the bicyclononene (0.05 mmol) in CH 2 C1 2 (0.4 mL) was added DIPEA 
(0.1 mmol) followed by the anhydride (0.06 mmol) in CH 2 C1 2 (0.4 mL) at 0°C. 
After stirring for 3h at rt, the solvent was evaporated under reduced pressure. 

20 

Typical procedure (L) for protecting group (BOC and TBDMS) cleavage 

To a sol. of the bicyclononene (0.05 mmol) in CH 2 C1 2 (0.5 mL), cooled to 0°C, 
was added 4M HCl/dioxane(0.5 mL) The ice bath was removed and the solution 
25 was stirred for lh30 to 3h, depending on the compound. The solvents were 
evaporated under reduced pressure without heating. 

Typical procedure (M) for the saponification of esters 

30 A mixture of the ester (1 eq.) and LiOH (2 eq.) in THF was stirred at rt f or 2 h. 
The solvents were removed under reduced pressure and the residue was extracted 
on isolute sorbent (0.25 g pre-washed with 0300 mL aq. 1M HC1, elution with 2 
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mL CH2CI2). The solvent was removed under reduced pressure and the residue 
was used without further purification. 

Preparation of amines 

5 

(2-ChJorobenzyl)cyclopropylamine 

Synthesized according to typical procedures B and D from 2-chlorobenzoyl 
chloride and cyclopropylamine. 

10 

Benzylcyclopropylamine 

See Loeppky, R. N.; et al. 9 J. Org. Chenk, 2000, 65, 96. 
1 5 (2-ChlorobenzyI)ethy lamine 

See Ishihara, Y; et al; Chenu Phamu Bull, 1991, 39, 3225. 
C^clopropyK3-trifluoromethyIbenzyI)amine 

20 

See Brabander, H. J.; et al,J. Org. Chenu, 1967, 32, 4053. 
Cyclopropylphenethylamine 
25 See Smith, P. W.; et al ; J. Med Chenu , 1998, 41, 787. 
Methyl(3-phenoxypropyl)amine 

Synthesized according to typical procedures C and D from 3-phenoxypropionic 
30 acid and methy lamine. 

(2-p-Tolyloxyethyl)methylamine 
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Synthesized according to typical procedures C and D from 2-p-tolyloxyacetic acid 
and methy lamine. 

5 l2-(3-Chlorophenyl)ethyl]amine 

Synthesized according to typical procedures C and D from 3-chlorophenylacetic 
acid and methylamine. 

10 [2-(2-Methoxyphenyl)ethyllamine 

Synthesized according to typical procedures C and D from 2-methoxyphenylacetic 
acid and methylamine. 

15 (2-AllyIben^l)cyclopropylamine 

BuLi (1-55 M in hexane, 14.7 mL, 22.7 mmol) was added to a sol. of l-bromo-2- 
(dimethoxymethyl)benzene (5.00 g, 21.6 mmol) in Et z O (50 mL). The mixture 
was stirred for 30 min at -78 °C and MgBr r Et 2 0 (5.87 g, 22.7 mmol) was added. 

20 The mixture was allowed to warm up to 0 °C over 15 min and Cul (420 mg, 2.16 
mmol) was added The mixture was stirred at 0 °C for 5 min and allyl bromide 
(1.92 mL, 22.7 mmol) was added. The mixture was stirred overnight while 
warming up to rL Aq. 1M HC1 (1 mL) was added and the mixture was diluted 
with Et 2 0, and washed with aq. 1M HC1 (Ix). The org. Extracts were dried over 

25 MgSC>4, filtered, and the solvents were removed under reduced pressure. The 
residue was dissolved in acetone (20 mL) and water (10 mL), and TosOH (cat 
amount) was added. The mixture was stirred for 5 h at rt, and the solvents were 
partially removed under reduced pressure. The residue was diluted with Et 2 0, and 
washed with aq. 1M HC1 (Ix), and aq. sat. NaHCCb (lx). The org. extracts were 

30 dried over MgS0 4 , filtered, and the solvents were removed under reduced 
pressure. Purification of the residue by FC (Et 2 0/petroleum ether 1:49 24:1) 
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yielded 2-allylbenzaldehyde (1.06 g, 34%). This compound was transformed into 
the title compound following typical procedure J with cyclopropylamine. 

Cyclopropyl(2-fluorobenzy0amine 

5 

Synthesized according to typical procedure J from 2-fluorobenzaldehyde and 
cyclopropylamine. 

Cyclopropyl-(2-methy]benzyl)amine 

10 

Synthesized according to typical procedure J from 2-methylbenzaldehyde and 
cyclopropylamine. 

Cyclopropyl-[2-(4-methoxyphenoxy)ethyl]amme 

15 

Synthesized according to typical procedures C and D from (4-methoxyphenoxy)- 
acetic acid and cyclopropylamine. 

CycIopropyl-[2-(3-methoxyphenoxy)etItyI]amine 

20 

Synthesized according to typical procedures C and D from (3-methoxyphenoxy)- 
acetic acid and cyclopropylamine. 

Cyclopropyl-<2-i?-toIyIoxyethyl)ami0e 

25 

Synthesized according to typical procedures C and D from o-tolyloxyacetic acid 
and cyclopropylamine. 

C^clopropyl-[2^3,4HlimetbyIphenoxy)ethyl]amine 

30 

Synthesized according to typical procedures C and D from (3,4-dimethyl- 
phenoxy)acetic acid and cyclopropylamine. 



WO 03/093267 



246 



PCT7EP03/03721 



[2^2-OJorophenyI)cthyl]cyclopropylamine 

Synthesized according to typical procedures C and D from (2-chlorophenyl)- 
5 acetic acid and cyclopropylamine. 

Cyclopropyl-[2-(2 r 3-difluorophenyI)ethyllamine 

Synthesized according to typical procedures C and D from (2,3-difluorophenyl)- 
10 acetic acid and cyclopropylamine. 

CyclopropyI-[2-(4-fluorophenyl)ethyl]amine 

Synthesized according to typical procedures C and D from (4-fluorophenyl)acetic 
1 5 acid and cyclopropylamine. 

CycIopropyl-(2-o-tolyIethyl)amine 

Synthesized according to typical procedures C and D from o-tolylacetic acid and 
20 cyclopropylamine. 

CycIopropyH2-/7-tolyIethyI)aniiDe 

Synthesized according to typical procedures C and D from p-tolylacetic acid and 
25 cyclopropylamine. 

CyclopropyK3^-dimethoxybenzyl)amine 

Synthesized according to typical procedure J from 2,5-dimethoxybenzaldehyde 
30 and cyclopropylamine. 

(2-Chlorobenzyl)methylamine 
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See Kihara, M; et aL; Heterocycles, 1989, 2P, 957. 
(2-CMorobenzyI)isopropylamine 

5 

Synthesized according to typical procedure J from 2-chlorobenzaldehyde and 
isopropylamine. 

Cyclopropyl-(2-fluoro-5-methoxybenzyl)amine 

10 

Synthesized according to typical procedure J from 2-fluoro-5- 
methoxybenzaldehyde and cyclopropylamine. 

Cyclopropyl-(3-methoxybenzyl)amine 

15 

Synthesized according to typical procedure J from 3-methoxybenzaldehyde and 
cyclopropylamine. 

CyclopropyH3,4-dimethoxybenzyl)amine 

20 

Synthesized according to typical procedure J from 3,4-dimethoxybenzaldehyde 
and cyclopropylamine. 

(2-Chloro-3-tiifluoromethylbenzyl)cyclopropylamine 

25 

Synthesized according to typical procedure J from 2-chloro-3- 
trifluoromethylbenzaldehyde and cyclopropylamine. 

(6-CWorobenzo[l^Jdioxol-5-yhnethyl)cycIopropylamine 

30 

Synthesized according to typical procedure J from 6-chlorobenzo[l,3]dioxole-5- 
carbaldehyde and cyclopropylamine. 
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C^clopropyH^fl«or°-^ me ^ 0 ^ be ^^ amil,e 

Synthesized according to typical procedure J from 5-fluoro-2- 
5 methoxybenzaldehyde and cyclopropylamine. 

(2-Chloro-6-fluorobenzyl)cyclopropylamine 

Synthesized according to typical procedure J from 2-chloro-6-fluorobenzaldehyde 
10 and cyclopropylamine. 

(2-BromobenzyI)cyclopropylamine 

Synthesized according to typical procedure J from 2-bromobenzaldehyde and 
15 cyclopropylamine. 

CycIopropyH2,6-difluorobenzyl)amine 

Synthesized according to typical procedure J from 2,6-difluorobenzaldehyde and 
20 cyclopropylamine. 

Cyclopropyl-(2^-cliinethylbeiizyl)amine 

Synthesized according to typical procedure J from 2,3-dimethylbenzaldehyde and 
25 cyclopropylamine. 

Cyclopropy!-(3-fluoro-2-methyIbenzyl)amine 

Synthesized according to typical procedure J from 3-fluoro^methylbenzaldehyde 
30 and cyclopropylamine. 

CyclopropyH3,5-difluorobenzyl)amine 
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Synthesized according to typical procedure J from 3,5-difluorobenzaldehyde and 
cyclopropylamine. 

5 (2-Oiloro-3,6-dffluorobenzyI)cyclopropylamine 

Synthesized according to typical procedure J from 2-chloro-3,6- 
difluorobenzaldehyde and cyclopropylamine. 

10 (2^-Dichlorobenzyl)cyclopropylamine 

Synthesized according to typical procedure J from 2,3-dicMorobenzaldehyde and 
cyclopropylamine. 

1 5 C^clopropyl-(3-trifluoromethoxybeiuyl)amine 

Synthesized according to typical procedure J from 3-trifluoromethoxy- 
benzaldehyde and cyclopropylamine. 

20 CycIopropyK3-methylbeiayl)amine 

Synthesized according to typical procedure J from 3-methylbenzaldehyde and 
cyclopropylamine. 

25 C^cIopropyl-(2^-difluorobenzyI)a mine 

Synthesized according to typical procedure J from 2,3-difluorobenzaldehyde and 
cyclopropylamine. 

30 (3^hlorobenzyl)cyclopropylamine 
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Synthesized according to typical procedure J from 3-chlorobenzaldehyde and 
cyclopropylamine. 

CyclopropyI-(4-fluorobenzy0amine 

5 

Synthesized according to typical procedure J from 4-fluorobenzaldehyde and 
cyclopropylamine. 

Preparation of other reagents 

10 

4-Carbamoylbutyric acid 

See Melnyk, O., et aL; J. Org. Chem. y 2001, 66, 4153. 

15 m£S0-3,4-Dihydroxytartaric acid anhydride 

A mixture of me^o-S^Diydroxytartaric acid (LOO g, 6.67 mmol) and 
trifluoroacetic acid anhydride (5 mL) was stirred for 2 h at rL The solvents were 
removed under reduced pressure and the residue was used as crude product 
20 without further purification. 

Succinamic acid 

See Bellier, B., et ah; J. Med Chenu, 2000, 43, 3614. 

25 

Specific examples 
Example 1 

30 (rac>(2-Methoxyphenyl)acetic acid {1R% 55*V3-[2.(4-chlorophenyl)acetyI]- 
7-{4-[3K2-methoxybenzyloxy)propoxy]phenyl}-3,9-diazabicyclop3Jlnon^ 

en-6-yl methyl ester trifluoroacetate salt 
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Synthesized according to typical procedure A from bicyclononene N and 4- 
chlorophenylacetyl chloride, then according to typical procedure E. LC-MS: Rr= 
4.57; ES+: 725.35. 

5 

Example 2 

(racM2-Methoxypheny0acetic acid (1R* 9 JS*H-{<H3-(2-methoxybeiizyl- 
oxy)propoxy]phenyI}-3-(quinoxaline-2^arbo 
10 6-en-6-yl methyl ester trifluoroacetate salt 

Synthesized according to typical procedure A from bicyclononene N and 2- 
quinoxaloyl chloride, then according to typical procedure E. LC-MS: Rt = 4.55; 
ES+: 728.94. 

15 

Example 3 

(raa)-(2-Methoxyphenyl)acetic acid (1R* AS*)-7«{4-[3-(2-methoxybeiizyl- 
oxy)propoxylphenyl}-3-phenylmethanesulfonyl-3,9^iazabicyclo[33.1]-non^ 
20 en-6-yl methyl ester trifluoroacetate salt 

Synthesized according to typical procedure A from bicyclononene N and 
phenylmethanesulfonyl chloride, then according to typical procedure E. LC-MS: 
R 4 = 4.75;ES+: 727.74. 

25 

Example 4 

(rac)-(2-MethoxyphenyI)acetic acid (lit* JS*>7-{443K2-methoxybenzyl- 
oxy)propoxy]phenyl}-3K2~thiophen-2-ylace^^ 
30 en-6-yl methyl ester trifluoroacetate salt 
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Synthesized according to typical procedure A from bicyclononene N and 
thiophen-2-ylacetyl chloride, then according to typical procedure E. LC-MS: R» = 
4.52; ES+: 696.91. 

5 Example 5 

(racM2-Methoxypheny!)acetic acid (J**, 5S^-3-(benzo[Altbiophene-3- 

cart>onyl)-7-{4-[3K2-meth©xybeiizyloxy)propo^ 

[33.1]non-6-en-6-yl methyl ester trifluoroacetate salt 



10 



20 



Synthesized according to typical procedure A from bicyclononene N and 
benzothiophene-3-carbonyl chloride, then according to typical procedure E. LC- 
MS: R« = 4.76; ES+: 733.80. 

15 Example 6 

(rac.y{JR*, 55*)-7-{4-[3-<2-Methoxybenzyloxy)propoxy]phenyl}-6-I2-(2-me- 
thoxyphenyl)acetoxymethyl]-3^-diazabicyclo[33.1]non-6-ene-9-carboxyBc 
acid 2,2,2-tricMoro-M-dimethylethyl ester trifluoroacetate salt 

Prepared as compound N, but then purified by HPLC. LC-MS: R, = 5.30; ES+: 
774.97. 

Example 7 

(raaMtR* 55*)-3-Acetyl-7-{4-[3-(2-methoxybenzyloxy)propoxy]phenyl}-3,9- 
diazabicyclo[33.11non-6-ene-6-carboxylic acid |2-(2-chlorophenyl)ethyl]- 
methylamide trifluoroacetate salt 

30 Synthesized according to typical procedures H and E from bicyclononene Tl and 
[2-(2-cWorophenyl)emyl]memylamine (Jaques B.; Wallace R. G., Tetrahedron, 
1977, 33, 581). LC-MS: Rt = 0.89; ES+: 632.40. 



25 
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Example 8 

(raaH2-MethoxyphcnyI)acetic acid {1R* 5S*)-3-acetyl-7-{4-[3K2-methoxy- 
5 benzyloxy)propoxy]phe^ <* ter 
triflooroacetate salt 

Synthesized according to typical procedures A and E from bicyclononene N and 
acetyl chloride. LC-MS: Rt = 0.93; ES+: 615.29. 

10 

Example 9 

(rac.y(lR*, 55*)-3-Acetyl-7-{4-[3^2-m^ 

diazabicyclo[3.3.11non-6-ene-6-carboxylic acid [2-(4-methoxyphenyI)ethyll- 
15 methylamide trifluoroacetate salt 

Synthesized according to typical procedures H and E from bicyclononene Tl and 
[2-(4-methoxyphenyl)ethyl]methylamine (Ho C. Y.; Kukla M. J., Tetrahedron 
Lett. 1997 ; 38, 2799). LC-MS: Rt = 0.83; ES+: 628.44. 

20 

Example 10 

(raa)-(2-MethoxyphenyI)acetic acid (1R*, 5S^3-[2-(4-chlorophenyI)acetyI]- 
7-{6-p^2-methoxybenzyloxy)prop^ 

25 non~6-en-6-ylmethyl ester trifluoroacetate salt 

Synthesized according to typical procedures A and E from bicyclononene P and 4- 
chlorophenylacetyl chloride. LC-MS: Rt = L03; ES+: 726.44. 



30 Example 11 
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(rac)-(lR*, 55*)-3-Acetyl-7-{4-[3-(2-metlioxybeiizyloxy)propoxyJphenyI}-3^- 
diazabicyclop^-llnon-^ne-^arboxyUc acid [2-(4-chlorophenyl)ethyl]- 
metbylamide trifluoroacetate salt 

5 Synthesized according to typical procedures H and E from bicyclononene Tl and 
[2-(4-chlorophenyl)ethyl]methylamine (You Q., et at, Chem. Res. Chin. Univ.. 
1992, 8, 468). LC-MS: R* = 0.90; ES+: 632.40. 



Example 12 

10 

{racyilR *, 55*)-3-Acetyl-7-{4-[3-(2-methoxybeiizylosy)propoxylphenyl}-3^- 
diazabicyclol33.1]non-6-ene-6-carboxyKc acid [2-(3-cblorophenyI)ethyll- 
methylamide trifluoroacetate salt 

15 Synthesized according to typical procedures H and E from bicyclononene Tl and 
[2<3^Morophenyl)ethyl]methylamine. LC-MS: Rt = 0.92; ES+: 632.37. 



Example 13 

20 (racHlR*, 55*)-3-Acetyl-7-{4-[3-(2-methoxybeiizyloxy)propoxy]phenyl}-3^- 
diazabicyclo[33.1)non-6-ene-6-carboxylic acid ethylpbenethylamide tri. 
fluoroacetate salt 

Synthesized according to typical procedures H and E from bicyclononene Tl and 
25 ethylphenemylamine (Cossy J., Rakotoarisoa, H., Tetrahedron Lett., 2000, 41, 
2097). LC-MS: Rt = 0.89; ES+: 612.46. 



Example 14 



30 {rac.y(lR*, 55*>3-Acetyl-7-{4-[3-(2-methoxybeiizyloxy)propoxylphenyl}-3^- 
diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid [2-(3-methoxyphenyl)ethyl]- 
methylamide trifluoroacetate salt 
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Synthesized according to typical procedures H and E from bicyclononene Tl and 
[2-(3 -methoxyphenyl)ethyl]methylamine. LC-MS: Rt = 0.88; ES+: 628.41. 

5 Example 15 

(rac)-(2-MethoxyphenyI)acetic acid (iJf* 5iS*)-7-{4-[3-(2-methoxybe 

loxy)propoxy]phenyl}-3-methyI-3,9HHazabi^ 

ester trifluoroacetate salt 

10 

A sol. of bicyclononene N (0.05 mmol) in CH2CI2 (2 mL) was cooled to 0 °C. 
DIPEA (0.10 mmol) and methyl iodide (0.10 mmol) were added. The mixture 
was stirred at 0 °C for 2 h, then overnight at rt. Methyl iodide (0.50 mmol) and 
DEPEA (0.15 mmol) were added again and stirring was continued for 4 h at rt. 
15 EtOAc was added and the mixture was washed with water. The org. extracts were 
separated, dried over MgS04 and filtered. The solvents were removed under 
reduced pressure and the residue was porcessed further according to general 
procedure E. LC-MS: R* = 4.04; ES+: 587.38. 

20 Example 16 

(raa}-(lR*, 5S*)-3-Acetyl-7-{4-[3^2-methox^^ 

diazabicyclo[33.1]non-6-ene-6-carboxylic acid [2-(3,4-dimethoxyphenyl)- 
ethyljmethylamide trifluoroacetate salt 

25 

Synthesized according to typical procedures H and E from bicyclononene Tl and 
[2<3,4^iimethoxyphenyl)ethyl]methylamine. LC-MS: Rt = 0.89; ES+: 644.48. 



Example 17 
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(maH^MethoxyphenyDacetic acid (I**, SS^{H3<^thoxybenzy^ 
oxyteropoxylpheDyll-SJ-^ ester tri- 

flaoroacetate salt 

5 Synthesized according to typical procedure E from bicyclononene N. LC-MS: Rt 
= 0.83;ES+: 573.29. 

Example 18 

10 {racyN-{(lR*, 5S*)-3-Acetyt7-{4-[3-(2-metto^ 
34>HUazabicyclo[33.1Jnon^en^ylmethy^ 
acetamide trifluoroacetate salt 

Synthesized according to typical procedures G and E from bicyclononene Z and 
15 (2-methoxyphenyl)acetic acid. LC-MS: R* = 3.98; ES+: 628.63. 



20 



Example 19 



(rac.)-(lR*, J^S-Acety^-C^IS^-methoxybeiizyloxy^ropoxyJphenyl}^ 
diazabicyclol33.1]non-6-ene-6-carboxyIic acid methyl(3-phenylpropyI)amide 
trifluoroacetate salt 



Synthesized according to typical procedures H and E from bicyclononene Tl and 
^memyl(3-phenylpropyl)amine (Lavastre I.; et aL, Bull Soc. Chim. Fr., 1995, 
25 132, 188). LC-MS: R, = 0.88; ES+: 612.45. 



Example 20 

(racHIR*, 55*)-3-Acetyl-7-{4-[3-(2-methoxybeiizyloxy)propoxy]phenyl}-3^- 
diazabicyclol33.11non-6-ene^-carboxyUc acid [2-(2-methoxyphenyl)ethyll- 
methylamide trifluoroacetate 
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Synthesized according to typical procedures H and E from bicyclonoaene Tl and 
[2K2-methoxyphenyl]ethyl]methylamine. LC-MS: R< = 0.88; ES+: 628.45. 

Example 21 

5 

(rac.y{M*, 5£*>3-Acety^7-{4-[3-^ 

di a zabicyclol33.1]non^ene-6.carbo X yUc acid benzylmethylamide trifluoro- 
acetate 

10 Synthesized according to typical procedures H and E from bicyclononene Tl and 
W-meraylbenzylarnine. LC-MS: Rt = 0.84; ES+: 684.41. 

Example 22 

15 (r«c;H2-Methoxyphenyl)acetic acid (1R*, 55*)-3-acetyl-7-{4-[3-(2-cWoro- 
phenoxy)propyllphenyl}-3^-diazabicyclo[33.1]non-6-en-6-ylmethyl ester 

trifluoroacetate 

Synthesized according to typical procedures F and E from bicyclononene R2 and 
20 2-chlorophenol. LC-MS: R» - 0.89; ES+: 589.34. 

Example 23 

(racM2-Methoxyphenyl)acetic acid (JR*, 55*)-3-acetyl-7-{6.p-(2-metl»oxy- 
25 berizyloxy)propoxy]pyridto-3-yl}-3,9-diazabicyclo[3.3.1]n 
ester trifluoroacetate salt 

Synthesized according to typical procedures A and E from bicyclononene P and 
acetyl chloride. LC-MS: R, - 0.90; ES+: 616.44. 

30 

Example 24 
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(racHl-MethoxyphenyOacetic acid (1R*> 5S*y3^tyl^{4-[3^bromo^ 
phenoxy)propyl]phenyl}-3^H^ ester 
triflaoroacetate salt 

5 Synthesized according to typical procedures F and E from bicyclononene R2 and 
2-bromophenoL LC-MS: Rt= 0.92; ES+: 633.26. 

Example 25 

10 (rac.H2-Methoxyphenyl)acetic acid (JR*, 55*>-3-[2K4-chlorophenyDethyl]-7- 
{4-[3K2-metho^benzyloxy)propo X y]phenyl}-3^-diazabicyclo[33.1]non-6-en- 

6-yl- methyl ester triflaoroacetate salt 

To a sol. of bicyclononene N (0.05 mmol) in CH 2 C1 2 (2 mL) NaBH 3 OAc (0.065 
15 mmol) and (4-chlorophenyl)acetaldehyde (Zhuangyu Z., et al, Synthesis, 1991, 
539, 0.065 mmol) were added. The mixture was stirred overnight. The solvent 
was' removed under reduced pressure and the residue treated according to typical 
procedure E. LC-MS: R< = 4.88; ES+: 71 1 .47. 

20 Example 26 

(r^H2-MethoxyphenyI)acetic acid (1R*, 5J?*>3-acetyl-7-{4-t2-(3-chlorc- 
phenoxy)ethyl]phenyl}-3^-diazabicyclol33.11non-6-en-6-ylmethyl ester 

trilluoroacetate salt 



25 



Synthesized according to typical procedures F and E from bicyclononene Rl and 
3-chlorophenol. LC-MS: R« = 4.17; ES+: 575.62. 



Example 27 

30 
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(racM2-Methoxypheny0acetic acid (1R*, 55*>3-acctyI-7-{4-[3-{3- 
chlorophenoxy)propyl]pheiiyl}-3,9-diazabicyclo[33.1]non-6-en-6-ylmethyl 

ester trifluoro-acetate salt 

5 Synthesized according to typical procedures F and E from bicyclononene R2 and 
3-chlorophenol. LC-MS: Rt = 0.90; ES+: 589.33. 



Example 28 

10 (rflcH2-Methoxyphenyl)acetic acid (1R*, 55*)-3-acetyl-7-{4-[2-(2-chloro- 
phenoxy)ethylJphenyl}-3>diazabicyclo[33.11non-6-en-6-ylmethyl ester 

trifluoroacetate salt 

Synthesized according to typical procedures F and E from bicyclononene Rl and 
15 2-chlorophenol. LC-MS: R, = 0.94; ES+: 575.34. 



Example 29 



20 



25 



(rac.y{lR*, J5*)-3-Acetyl-7-{4-[3-(2-methoxybenzyIoxy)propoxy]phenyl}-34>- 
diazabicycIo[33.1]non-©-ene-6-carboxylic acid phenethylamide trifluoro- 
acetate salt 

Synthesized according to typical procedures H and E from bicyclononene Tl and 
phenethylamine. LC-MS: R, = 0.91; ES+: 584.44. 

Example 30 



(ra^M2-Methoxyphenyl)acetic acid (1R\ 5S*)-3-acetyl-7-[4-(3-phenoxy- 
propyl)phenyll-3^-diazabicyclo[33.1]non-«-en-6-ylmethyI ester trifluoro- 

30 acetate salt 
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Synthesized according to typical procedures F and E from bicyclononene R2 and 
phenol. LC-MS: R» = 0.87; ES+: 555.3 1 . 

Example 31 

5 

l:l-Mixture of (2Ry and (2S)-N-(ilR*, 55*)-3-acetyl-7-{4-l3-(2-methoxyben- 
zyloxy)propoxylphenyl}-3^Hlia 2 abicyclo[33.11non^en^ylmethyI)-iV-me- 

thyl-2-phenylpropionamide trifluoroacetate salt 

10 Synthesized according to typical procedures G and E from bicyclononene Z and 
(rac>2-phenylpropionic acid. LC-MS: R, = 0.87; ES+: 612.42. 



Example 32 

15 (racytlR*, 55*)-3-Acetyl-7-{4-[3-(2-methoxybenzyloxy)propoxy]phenyl}-3^ 
diazabicyclol33.1]non-6-ene-6-carboxyBc acid [2-(2-methoxyphenyl)ethyl] 
amide trifluoroacetate salt 

Synthesized according to typical procedures H and E from bicyclononene Tl an. 
20 2-(2-methoxyphenyl)emylamine. LC-MS: R< = 4.06; ES+: 614.35. 



Example 33 

{rac.)-(lR*, 5,S*>-3-Acetyl-7-{4-[2-(2-chlorophenoxy)ethyl]phenyI}-3,9-diaza- 
bicyclo[33.1]non -6-ene-6-carboxylic acid methylphenethylamide formate salt 

Synthesized according to typical procedures F and E from bicyclononene U2 and 
2-chlorophenol. LC-MS: R, = 0.84; ES+: 558.24. 



30 Example 34 
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{rac.y(lR*, 5£*>3-Acetyl-7-{4-[2-(2-eto^ 

bicyclo[33.1]non-6-ene-6-carboxyMc acid mcthylphenethylamide formate salt 

Synthesized according to typical procedures F and E from bicyclononene U2 and 
5 2-ethoxyphenol. LC-MS: Rt = 0.84; ES+: 568.30. 

Example 35 

(rac.y(lR*> 5S*)-3-Acetyl-7~{4-[2^2-acety^ 
10 bicyclo[33.1]non-6-ene-6-carboxylic acid methylphenethylamide formate salt 

Synthesized according to typical procedures F and E from bicyclononene U2 and 
2-acetylphenol. LC-MS: R* = 1.13; ES+: 566.29. 

15 Example 36 

(rac.y-(lR*, 5iS*)-3-Acetyl-7-{4-[2^tohioxyethyIIphenyl}-3^-diazabicyclo- 
[33.1]-non-6-ene-6-carboxylic acid methylphenethylamide formate salt 

20 Synthesized according to typical procedures F and E from bicyclononene U2 and 
2-methylphenol. LC-MS: Rt = 1.18; ES+: 538.27. 

Example 37 

25 (rac.y(lR*, 55*)-3-Acetyl-7-{4-[2^3-methoxyphenoxy)ethyIlphenyl^3,9Hli- 
azabicyclo[33.1]non-6-ene-6-carboxylic acid methylphenethylamide formate 
salt 

Synthesized according to typical procedures F and E from bicyclononene U2 and 
30 3-methoxyphenol. LC-MS: Rt = 1.15; ES+: 554.28. 



Example 38 
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(ra&HMC*, 5^*>3-Acetyl-7-{4-[2K3-triftaoromethoxyphcnoxy)ethyl)phenyl}- 
3^-diazabicyclo[33.1]non-6-enis6-carbo X yUc acid methylphenethylamide 
formate salt 

5 

Synthesized according to typical procedures F and E from bicyclononene U2 and 
3-trifluoromethoxyphenol. LC-MS: R«= 1.19; ES+: 608.28. 



Example 39 



10 



(rac.HJR*, 55*)-3-Acetyl-7-{4-[2-m-toIuoxyethyl]plienyl}-3^-diazabicyclo- 
[33.1]-non-6-ene-©-carboxylic acid methylphenethylamide formate salt 

Synthesized according to typical procedures F and E from bicyclononene U2 and 
15 3-methylphenol. LC-MS: R, = 1.17; ES+: 538.26. 

Example 40 

(racMJtf*, 55*>3-Acetyl-7-{4-[2-(3-isopropylphenoxy)ethylJphen^3,9-di- 
20 azabicyclo[33.1]non-6-ene-6-carboxyhc acid methylphenethylamide formate 
salt 

Synthesized according to typical procedures F and E from bicyclononene U2 and 
3-isopropylphenol. LC-MS: R, = 1 .19; ES+: 608.28. 



25 



Example 41 



(rac.)-(JR* t 55*)-3-Acetyl-7-{4-l3-(2-chlorophenoxy)propyllphenyl}-3^-diaz- 
bicyclo[33.1]non-6-ene-6-carboxyUc acid methylphenethylamide trifluoro- 
30 acetate salt 
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Synthesized according to typical procedures F and E from bicyclononene U3 and 
2-chlorophenol. LC-MS: R« = 0.87; ES+: 572.13. 

Example 42 

5 

(rac.y(lR *, 55*)-3-Acetyl-7-{4-[3-(2-bromophenoxy)propyllphenyl}-34>-di- 
azabicycloP^-llnon-^-ene-^carboxyUc acid methylphenethylamide formate 
salt 

10 Synthesized according to typical procedures F and E from bicyclononene U3 and 
2-bromophenol. LC-MS: R» = 0.79; ES+: 616.1 1. 

Example 43 

15 ( ra c0-(iif%^*)-3-Acetyl-7-{4-[3-(2-fluorophenoxy)propyl]phenyl}-3^-diaza- 
bicyclol33.1]non-6-ene-6-carboxylic acid methylphenethylamide formate salt 

Synthesized according to typical procedures F and E from bicyclononene U3 and 
2-fluorophenol. LC-MS: Rt = 0.75; ES+: 556.20. 

20 

Example 44 

{rac.y(lR*, 55*>3-Acetyl-7-{4-[3-(2-acetylphenoxy)propyl]phenyl}-3^-diaza- 
bicyclol3.3.1]non-6-ene-6-carboxyUc acid methylphenethylamide formate salt 

25 

Synthesized according to typical procedures F and E from bicyclononene U3 and 
2-acetylphenol. LC-MS: R*= 0.71; ES+: 580.20. 



Example 45 

30 
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(rac.)-(lR*, 55*)-3-Acetyl-7-{4-[3-^toIuoxypropyl]phenyI}.3^iazabicyclo- 
[33.1]non-6-ene-6-carboxylic acid methylphenethylamide trifluoroacetate 
salt 

5 Synthesized according to typical procedures F and E from bicyclononene U3 and 

2- methylphenol. LC-MS: Rt= 0.90; ES+: 552.20. 

Example 46 

10 {rac.yilR*, 55*)-3-Acetyl-7-{4-[3-(3-methoxyphenoxy)propyl)phenyI}-3^-di- 
azabicyclo[33.1]non-6-ene-6-carboxy!ic acid methylphenethylamide tri- 
fluoroacetate salt 

Synthesized according to typical procedures F and E from bicyclononene U3 and 
15 3-methoxyphenol. LC-MS: R* = 0.86; ES+: 568.21. 

Example 47 

(rac.)-{lR *, 5iS*)-3-Acetyl-7-{4-[3-m-toIuoxypropylJphenyl}-3^-diazabicyclo- 
20 [33.1]non-6-ene-6-carboxylic acid methylphenethylamide formate salt 

Synthesized according to typical procedures F and E from bicyclononene U3 and 

3- methylphenol. LC-MS: R* = 0.79; ES+: 552.21. 

25 Example 48 

{rac.y(lR*, 55*)-3-Acetyl-7-{4-[3-(3-chlorophenoxy)propyI]phenyl}-3^-di- 
azabicyclol3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide 
trifluoroacetate salt 

30 

Synthesized according to typical procedures F and E from bicyclononene U3 and 
3-chlorophenoL LC-MS: R, = 4.44; ES+: 572.32. 
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Example 49 

{rac.y(lR*, 55*>3-Acetyl-7-{4-|2-(3-bromophenoxy)ethyl]pheiiyl}-34>-dia2a- 
5 bicyclol33.1]non-6-ene-6-carboxyUc acid methylphenethylamide formate salt 

Synthesized according to typical procedures F and E from bicyclononene U2 and 
3-bromophenol. LC-MS: R» = 0.78; ES+: 602.10. 

10 Example 50 

(rac.y{UL*> 55>3-Acetyl-7-{4-[2-(2^-dicbloropbenoxy)etbyllphenyl}-3^-di- 
azabicycIo[33.1]non-6-ene-6-carboxyUc acid methylphenethylamide formate 
salt 

15 

Synthesized according to typical procedures F and E from bicyclononene U2 and 
2,3-dichlorophenol. LC-MS: Rt = 0.78; ES+: 592.10. 

Example 51 

20 

(racMI**, 55*>3-Acetyl-7-{4-P-(2-chloro-3-trifluoromethylphenoxy)ethyll- 
phenyl}-3^-diazabicyclo[33.1Jnon-6-ene-6-carboxyBc acid methylphenethyl- 
amide formate salt 

25 Synthesized according to typical procedures F and E from bicyclononene U2 and 
2-chloro-3-trifluoromethylphenol. LC-MS: R» = 0.80; ES+: 626.1 1 . 

Example 52 

30 (racyilR*, 55*>3-Acetyl-7-{4-[2-(23-difl«orophenoxy)ethyllphenyl}-3,9-di- 
azabicyclo[33.1Jnon-6-ene-6-carboxybc acid methylphenethylamide formate 
salt 
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15 



Synthesized according to typical procedures F and E from bicyclononene TO and 
2,3-difluorophenol. LC-MS: R, = 0.74; ES+: 560.13. 

5 Example 53 

{rac.y-{lR*, 5,S*>3-Acetyl-7-{4-[2-(23-dimethylphenoxy)ethyl]plienyl}-3^-di- 
azabicyclo[33.1]non-6-ene-6-carboxylic acid methylphenethylamide formate 
salt 

10 

Synthesized according to typical procedures F and E from bicyclononene U2 and 
23-dimethylphenol. LC-MS: R, = 0.79; ES+: 559.19. 

Example 54 

(rac.y{JR * 55*>3-Acetyl-7-{4-[2-(2-ethylphenoxy)ethyllphenyl}-3^-diaza- 
bicycloI33.1]non-6-ene-6-carboxyUc acid methylphenethylamide formate salt 

Synthesized according to typical procedures F and E from bicyclononene U2 and 
20 2-ethylphenol. LC-MS: Rt = 0.80; ES+: 552.19. 

Example 55 

(rac.y(JR*, 55*)-3-Acetyl-7-{4-[3-(3-bromophenoxy)propylJphenyl}-3^-di- 
25 azabicycIo[33.1]non-6-ene-6-carboxylic acid methylphenethylamide tri- 
fluoroacetate salt 

Synthesized according to typical procedures F and E from bicyclononene U3 and 
3-bromophenol. LC-MS: Rt = 0.92; ES+: 616.05. 

30 

Example 56 
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(rac.HlR% 55*)-3-Acctyl-7-{4.[3-(23-dichlorophenoxy)propyl]phenyl}-3^- 
diazabicycloI33.1]non-6-ene-6-carboxyBc acid methylphenethylamide tri- 
fluoroacetate salt 

Synthesized according to typical procedures F and E from bicyclononene U3 and 
2,3-dicblorophenol. LC-MS: R* = 0.93; ES+: 606.12. 



Example 57 

10 {rac.y{lR*, 5,S*)-3-Acetyl-7-{4-[3-(2-chloro-3-triflttoromethylphenoxy)- 
propyl]phenyl}-3^-diazabicyclo[33.1]non-6-ene-6-carboxyUc acid methyl- 
phenethylamide trifluoroacetate salt 

Synthesized according to typical procedures F and E from bicyclononene U3 and 
15 2-chloro-3-trifluoromethylphenol. LC-MS: R, - 0.93; ES+: 640.10. 



Example 58 



(racyilR*, 55*)-3-Acetyl-7-{4-[3-(23-difluorophenoxy)propyl]phenyl}-3^- 
20 diazabicyclo[33.1]non-6-ene-6-carboxylic acid methylphenethylamide tri- 
fluoroacetate salt 

Synthesized according to typical procedures F and E from bicyclononene U3 and 
2,3-difluorophenol. LC-MS: R< = 0.88; ES+: 574.17. 

25 

Example 59 



(rac.)-(JR*, 5S*)-3-Acetyl-7-{4-l3-(23-dimethylphenoxy)propyl)phenyl>-3,9- 
diazabicyclo[33.1]non-6-ene-6-carboxyUc acid methylphenethylamide 
30 trifluoroacetate salt 
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Synthesized according to typical procedures F and E from bicyclononene U3 and 
23-dimethylphenol. LC-MS: R* = 0.93; ES+: 566.22. 

Example 60 

5 

(rac.y{lR*, 55*)-3-Acetyl-7-{4-[3-(2-ethylphenoxy)propy]plienyl}-3,9-diaza- 
bicyclo[33.11non-6-ene-6-carboxylic acid methylphenethylamide trifluoro- 
acetate salt 

10 Synthesized according to typical procedures F and E from bicyclononene U3 and 
2-ethyIphenol. LC-MS: R» - 0.93; ES+: 566.22. 

Example 61 

15 {racy^lR*, 55*)-3-Acetyl-7-{4-[3-(2-isopropylphenoxy)propyllphenyl}-3^- 
diazabicyclo[33.1]non-6-ene-6-carboxylic acid methylphenethylamide 
formate salt 

Synthesized according to typical procedures F and E from bicyclononene IB and 
20 2-isopropylphenol. LC-MS: R< = 0.86; ES+: 580.22. 

Example 62 

(rac.)-{lR*, 55*>3-Acetyl-7-{4-[3-(2-/ert-butylphenoxy)propynphenyl}-3^- 
25 diazabicyclo[33.11non-6-ene-6-carboxylic acid methylphenethylamide 
formate salt 

Synthesized according to typical procedures F and E from bicyclononene U3 and 
2-ferf-butylphenol. LC-MS: R» = 0.89; ES+: 594.24. 

30 

Example 63 
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(rac.y{lR% 5S*)-3-Acetyl-7-{44M^ 

nyl}-3^ia2abicyclo[33.1]non^ne-6H^rbo X yUc acid methylphenethyl- 
amide formate salt 

5 Synthesized according to typical procedures F and E from bicyclononene U3 and 
4-chloro-2-methoxyphenol. LC-MS: R< = 0.77; ES+: 602.14. 



Example 64 

10 (rac.HM*> 55*>3-Acetyl-7-{4-[M2,4-dichlorophenoxy)propyl]phenyl}-3^- 
diazabicyclol3.3.1]non-6-ene-6-carboxyBe acid methylphenethylamide 
formate salt 

Synthesized according to typical procedures F and E from bicyclononene U3 and 
15 2,4-dichlorophenol. LC-MS: R, - 0.84; ES+: 606.08. 



Example 65 



(rac>(iif%55'*)-3-Acetyl-7-{4-[3-(4-fluorophenoxy)propyl]phenyl}-3^-diaza- 
20 bicyclo[3.3.1]non.6-ene-6-carboxyUc acid methylphenethylamide formate salt 

Synthesized according to typical procedures F and E from bicyclononene U3 and 
4-fluorophenol. LC-MS: R, = 0.76; ES+: 556.19. 



25 Example 66 

(racWR*, 5,S*)-3-Acetyl-7-{4-[3-(2-terr-butyl-4-methylphenoxy)propyl]- 
P henyl}-3,9-diazabicycloI33.11non-6-en« 5 -6-carboxyUc acid methylphenethyl- 
amide formate salt 



30 



Synthesized according to typical procedures F and E from bicyclononene U3 and 
2-rcrf-butyl-4-methylphenol. LC-MS: R* = 0.93; ES+: 608.25. 
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Example 67 

(racyilR*, 55*)-3-Acetyl-7-{4-[3-(2-bromo-S-lluoropheiioxy)propyl]pheiiyl}- 
5 S^-diazabicycloP^llnon-^n^-carboxyUc acid methylphenethylamide 
formate salt 

Synthesized according to typical procedures F and E from bicyclononene U3 and 
2-bromo-5-fluorophenol. LC-MS: R« = 0.80; ES+: 634.05. 

10 

Example 68 

(racy+lR*, 55*)-3-Acetyl-7-{4-I3-(2,5-difluorophenoxy)propyllphenyl}-3,9- 
dia2abicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide for- 
15 mate salt 

Synthesized according to typical procedures F and E from bicyclononene U3 and 
2,5-difluorophenol. LC-MS: Rt = 0.76; ES+: 574.14. 

20 Example 69 

(rac.}-{lR*, 5^*)-3-Acetyl-7-{4-[3-(2-chloro-5-methylphenoxy)propyl]- 
phenyl}-3^-diazabicyclo[33.1]non^-ene-6-carboxylic acid methylphenethyl- 
amide formate salt 

25 

Synthesized according to typical procedures F and E from bicyclononene U3 and 
2-chloro-5-methylphenol. LC-MS: R» = 0.82; ES+: 586.16. 



Example 70 

30 
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{rac.y-UR*, AJf*)-3-Acetyl-7-{4-[3-(2^-dimethylphenoxy)propyl)phenyI}-3^- 
diazabicyclo[33.11noii-6-ene-<HcarboxyKc acid methylphenethylamide 
formate salt 

Synthesized according to typical procedures F and E from bicyclononene U3 and 
2,5-dimethylphenol. LC-MS: R» = 0.83; ES+: 566.20. 



Example 71 

10 (racW** 55*)-3-Acetyl-7-{4-[2-(2-isopropylphenoxy)ethyl]phenyl>-3,9-di- 
azabicyclo[33.1]non-6-ene-6-carboxyUc acid methylphenetbylamide formate 
salt 

Synthesized according to typical procedures F and E from bicyclononene U2 and 
15 2-isopropylphenol. LC-MS: Ri = 0.82; ES+: 566.22. 



Example 72 

(rac.y(lR*, 5^r*)-3-Acetyl-7-{4-[2-(2-terf-butylphenoxy)ethyl]phenyI}-3^-di- 
20 azabicyclo[33.1]non-6-ene-6-carboxylic acid methylphenethylamide formate 
salt 

Synthesized according to typical procedures F and E from bicyclononene V2 and 
2-rert-butylphenol. LC-MS: R» = 0.85; ES+: 580.26. 

25 

Example 73 

(rac.)-(lR*, 55*)-3-Acetyl-7-{4-[2-(2-propionylphenoxy)ethyl]phenyl}-3^-di- 
azabicyclo[33.1)non-6-ene-6-carboxyUc acid methylphenethylamide formate 
30 salt 
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Synthesized according to typical procedures F and E from bicyclononene U2 and 
2-propionylphenol. LC-MS: Rt = 0.72; ES+: 580.21. 

Example 74 

5 

{rac.WR*> 55*)-3-Acetyl-7-{4-[2-(2,4-dichlorophenoxy)ethyllplienyl}-3,9-di- 
azabicyclo[33.1]non-6-ene-6-carboxyUc acid methylphenethylamide formate 
salt 

10 

Synthesized according to typical procedures F and E from bicyclononene U2 and 
2,4-dichlorophenol. LC-MS: Rt = 0.80; ES+: 592.09. 

Example 75 

15 

(rac.)-(lR*, 55*>3-Acetyl-7-{4-[2-(2-fert-butyl-4-methylphenoxy)ethyl]phe- 
nyI}-3^-diazabicyclo{3.3.1]non-6-ene-6-carboxyUc acid methylphenethyl- 
amide formate salt 

20 Synthesized according to typical procedures F and E from bicyclononene U2 and 
2-ter/-butyl-4-memylphenol. LC-MS: Rt = 0.88; ES+: 594.27. 

Example 76 

25 {rac.y(lR*, 55*)-3-Acetyl-7-{4-I2-(4-methoxyphenoxy)ethyl]phenyl}-3^-di- 
azabicyclo[33.1Jnon-6-ene-«-carboxylic acid methylphenethylamide formate 
salt 

Synthesized according to typical procedures F and E from bicyclononene U2 and 
30 4-methoxyphenol. LC-MS: R* = 0.71 ; ES+: 554.18. 



Example 77 
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(rac.y(!R*, 55*)-3-AcetyI-7-{4-l2-(2-bromo-S-fhiorophenoxy)ethyl]phenyl}- 
3^-diazabicycIo[33.1]non-6-ene-6-carboxyUc acid melhylphenethylamide 
formate salt 

5 

Synthesized according to typical procedures F and E from bicyclononene U2 and 
2-bromo-5-fluorophenol. LC-MS: Rt= 0.76; ES+: 620.09. 



Example 78 

10 

(rac.Hl**» 55*)-3-Acetyl-7-{4-[2-(2^-difluorophenoxy)ethyl]phenyl>-34>-di- 
azabicyclo[33.1]non-6-ene-6-carboxyUc acid methylphenethylamide formate 
salt 

15 Synthesized according to typical procedures F and E from bicyclononene U2 and 
2,5-difluorophenol. LC-MS: R* = 0.73; ES+: 560.17. 



Example 79 

20 (racyilR*, 55*)-3-Acetyl-7-{4-l2-(2-cbJoro-5-methylphenoxy)ethyl]phenyl>- 
3,9^iazabicyclol33.11non-6-ene-6-carboxylic acid methylphenethylamide 
formate salt 

Synthesized according to typical procedures F and E from bicyclononene U2 and 
25 2-chloro-5-methylphenol. LC-MS: R, = 0.78; ES+: 572.13. 

Example 80 

(,ac.)-(XR*, 55*V3-Acetyl-7-{4-[2-(2-methoxy-5-methylphenoxy)ethyl]phe- 
30 nyl}-3,9-diazabicyclo[33.1]non-6-ene-6-carboxyUc acid methylphenethyl- 
amide formate salt 
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Synthesized according to typical procedures F and E from bicyclononene U2 and 
2-methoxy-5-methylphenol. LC-MS: R« = 0.72; ES+: 568.19. 

Example 81 

5 

(rac.yilR*, 55*)-3-Acetyl-7-{4-[2-(2^-dimethylphenoxy)ethylJphenyl}-3^-di- 
azabicyclo[33.1]non-6-ene-6-carboxylic acid methylphenethylamide formate 
salt 

10 Synthesized according to typical procedures F and E from bicyclononene U2 and 
2,5-dimethylphenol. LC-MS: R, = 0.90; ES+: 552.24. 

Example 82 

15 (rac.y-{lR*, 55*)-3-Acetyl-7-{4-l2-(2-chlorophenoxy)ethoxy]phenyl}-3,9-di- 
azabicyclo[33.1]non-6-ene-6-carboxylic acid methylphenethylamide formate 
salt 

Synthesized according to typical procedures F and E from bicyclononene Ul and 
20 2-<2-chlorophenoxy)ethanol. LC-MS: Rt = 0.75; ES+: 574.15. 

Example 83 

(rac.)-ilR*, 55*>3-Acetyl-7-{4-I2-(3-methylphenoxy)ethoxy]phenyl}-3^-di- 
25 azabicyclo[33.1Jnon-6-ene-6-carboxyUc acid methylphenethylamide formate 
salt 

Synthesized according to typical procedures F and E from bicyclononene Ul and 
2-(3-methylphenoxy)ethanol. LC-MS: R, = 0.76; ES+: 554.1 8. 

30 

Example 84 



WO 03/093267 



275 



PCT/EP03/03721 



(rac.)-(lR*, 55*)-3-Acetyl-7-{4-[2-(^hlorophenyI)ethoxy]phenyl}-3^-diaza- 
bicyclo[33.1]non-6^ene-6-carboxylic acid methylphenethylamide formate salt 

Synthesized according to typical procedures F and E from bicyclononene Ul and 
5 2-(chlorophenyl)ethanol. LC-MS: R< = 0.77; ES+: 558.13. 

Example 85 

(rac.HIR*, 55T*)-3-Acetyl-7-{4-[2-(3-chlorophenyl)ethoxylphenyl}-3,9-diaza- 
10 bicyclol33.11non-6-ene-6-carboxylic acid methylphenethylamide formate salt 

Synthesized according to typical procedures F and E from bicyclononene Ul and 
2-(3-chlorophyl)ethanol. LC-MS: Rt — 0.77; ES+: 558.14. 

15 Example 86 

(rac.y{lR*, 55*)-3-Acetyl-7-{4-I2-(2-methoxyphenyl)ethoxy]phenyl}-34>-<i»- 
azabicyclo[33.1]non-6-ene-6-carboxyBc acid methylphenethylamide trifluo- 
roacetate salt 

20 

Synthesized according to typical procedures F and E from bicyclononene Ul and 
2-(2-methoxyphyl)ethanol. LC-MS: Rt = 0.85; ES+: 554.21. 

Example 87 

25 

[rac.y{lR*, 5,S*)-3-Acetyl-7-{4-[2-(2^-dichlorophenoxy)ethyl]phenyl}-3^-di- 
azabicyclo[33.1]non-6-ene-6-carboxylic acid methylphenethylamide formate 
salt 

30 Synthesized according to typical procedures F and E from bicyclononene U2 and 
2,5-dichlorophenol. LC-MS: Rt = 0.79; ES+: 592.07. 



WO 03/093267 



276 



PCT/EP03/03721 



Example 88 

(rac.y(JR*, 55*>3-Acetyl-7-{4-[2-(2^ > 6-trilluorophenoxy)ethyl]phenyl}-3^- 
diazabicyclo[33.1)non-6-ene-6-carboxyIic acid methylphenethylamide 
5 formate salt 

Synthesized according to typical procedures F and E from bicyclononene U2 and 
2,3,6-trifluorophenol. LC-MS: Rt = 0.74; ES+: 578.14. 

10 Example 89 

(rac.y(lR *, 55>3-Acetyl-7-{4-[2-(3^-dimetliylphenoxy)ethyIlphenyl)-3,9-di- 
azabicyclo[33.1]non-6-ene-6-carboxylic acid methylphenethylamide formate 
salt 

15 

Synthesized according to typical procedures F and E from bicyclononene U2 and 
3,5-dimethylphenol. LC-MS: R» = 0.80; ES+: 552.20. 

Example 90 

20 

(rac.y{lR*, 55*)-3-Acetyl-7-{4-[2-(3-chlorophenoxy)ethyl]phenyl}-3,9-di- 
azabicyclo3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide formate 
salt 

25 Synthesized according to typical procedures F and E from bicyclononene U2 and 
3-chlorophenol. LC-MS: R, - 0.77; ES+: 558.15. 

Example 91 

30 {rac.HlR*> 5S*)-3-Acetyl-7-{4-I2-<3-trifluoromethylphenoxy)ethyllphenyl}- 
34»-diazabicyclo[33.1]non-6-ene-6-carboxyIic acid methylphenethylamide 
formate salt 
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Synthesized according to typical procedures F and E from bicyclononene U2 and 

3- trifluoromethylphenol. LC-MS: Rt = 0.78; ES+: 592.17. 

5 Example 92 

(racyilR*, 5S*)-3-Acetyl-7-{4-[2-(4-lert-butyl-2-methylphenoxy)ethyll- 
phenyl}-3^-diazabicyclo[33.1]non-6-ene-6-carboxylic acid methylphenethyl- 
amide formate salt 

10 

Synthesized according to typical procedures F and E from bicyclononene U2 and 

4- /erf-butyl-2-meraylphenol. LC-MS: Rt - 0.88; ES+: 594.22. 

Example 93 

15 

{rac.}-(lR*, 55*>3-Acetyl-7-{4-[2-(3,4-dichlorophenoxy)ethyllphenyl}-3^-di- 
azabicydo[33.1]non-6-ene-6-carbosylic acid methylphenethylamide formate 
salt 

20 Synthesized according to typical procedures F and E from bicyclononene U2 and 
3,4-dichlorophenol. LC-MS: R» = 0.81; ES+: 592.12. 

Example 94 

25 (rac.y(lR*, 55*)-3-Acetyl-7-{4-[2-(4-bromo-3-methyIphenoxy)emylJphenyl}- 
3,9-diazabicyclo[33.1]non-6-ene-6-carboxyUc acid methylphenethylamide 
formate salt 

Synthesized according to typical procedures F and E from bicyclononene U2 and 
30 4-bromo-3-methylphenol. LC-MS: R» = 0.81 ; ES+: 616.12. 



Example 95 
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(rac.y{lR*, 55>3-AcetyI-7-{4-[2-<3,4-dimethylphenoxy)ethyl]phenylh3^-di- 
azabicyclo[33.1]non-6-cne-6-carboxyUc acid mcthylphcnethylamide formate 
salt 

5 

Synthesized according to typical procedures F and E from bicyclononene U2 and 
3,4-dimethylphenol. LC-MS: R»= 0.78; ES+: 552.18. 



Example 96 

10 

{rac.y(lR*, 55*)-3-Acetyl-7-{4-I2-(3^-dichlorophenoxy)ethyl]phenyl}-3,9-di- 
azabicyclot33.1]non-6-ene-6-carboxylic acid methylphenethylamide formate 
salt 

15 Synthesized according to typical procedures F and E from bicyclononene U2 and 
3,5-dichlorophenol. LC-MS: R< = 0.82; ES+: 592.10. 



Example 97 

20 {racy-ilR*, 55*)-3-Acetyl-7-{4-[2-(3^dimethylphenoxy)ethyl]phenyl}-3^-di- 
azabicyclo[33.1]non-6-ene-6-carboxylic acid methylphenethylamide formate 
salt 

Synthesized according to typical procedures F and E from bicyclononene U2 and 
25 3^-dimethylphenol. LC-MS: R» = 0.79; ES+: 552.20. 



Example 98 

(rac.y(lR * 55T*^3-Acetyl-7-{4-[2-(3^-dimethoxyphenoxy)ethyl]phenyl}-3^- 
di a zabicyclo[33.1]non-6-ene-6-carboxyUc acid methylphenethylamide 
formate salt s 
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Synthesized according to typical procedures F and E from bicyclononene U2 and 
3,5-dimethoxyphenol. LC-MS: Rt = 0.72; ES+: 584.19. 

Example 99 

5 

{rac.y{lR*, 55*)-3-Acetyl-7-{4-[2K2^hloro-4,5-dimethylphenoxy)ethyl]phe- 
nyl}-3,9-diazabicyclo[33.11non-6-ene-6-carboxylic acid methylphenethyl- 
amide formate salt 

10 Synthesized according to typical procedures F and E from bicyclononene U2 and 
2-dichloro-4,5-dimethylphenol. LC-MS: Rt = 0.81; ES+: 586.17. 

Example 100 

15 (rac.)-(lR*, 55*>3-Ace^y^7-{4-[2K2^ > 5-trimethyIphenoxy)ethylJphenyl}-3^- 
diazabicyc!o[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide 
formate salt 

Synthesized according to typical procedures F and E from bicyclononene U2 and 
20 2,3,5-trimethylphenol. LC-MS: R, = 0.82; ES+: 566.21 . 

Example 101 

{racyilR*, 55*)-3-Acetyl-7-{4-[3-(2^-dichlorophenoxy)propyIlphenyl}-3,9- 
25 diazabicyclo[33-llnon-6-ene-6-carboxylic acid methylphenethylamide 
formate salt 

Synthesized according to typical procedures F and E from bicyclononene U3 and 
2,5-dichlorophenol. LC-MS: Rt = 0.83; ES+: 606.12. 

30 

Example 102 
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{rac.HlR*, 55*)-3-Acetyl-7-{4-[3-(2-acetyl-5-fluorophenoxy)propylJphenyl}- 
34)-diazabicycIol33.1]noii-6-ene-6-carboxyUc acid methylphenethylamide 
formate salt 

5 Synthesized according to typical procedures F and E from bicyclononene U3 and 
2-acetyl-5-fluorophenol. LC-MS: R, = 0.73; ES+: 598.18. 

Example 103 

10 (rac.M^SS>3-Acetyl-7-{4-l3K2,3,6-^ 

diazabicyclo[33.1]non-6-ene-6-carboxylie acid methylphenethylamide 

trifluoroacetate salt 

Synthesized according to typical procedures F and E from bicyclononene U3 and 
15 2,3,6-trifluorophenol. LC-MS: Rt = 0.88; ES+: 592.19. 

Example 104 

(rae.y{!R*, 55r*)-3-Acetyl-7-{4-(3-(2,4-dimethylphenoxy)propyllphenyl}-3,9- 
20 diazabicycloI33.1]non-6-ene-6-carboxyUc acid methylphenethylamide 
formate salt 

Synthesized according to typical procedures F and E from bicyclononene U3 and 
2,4-dimethylphenol. LC-MS: Rt = 0.83; ES+: 566.22. 

25 

Example 105 



(rac.y{lR*, 5^*)-3-Acetyl-7-{4-l3-(2-^rt-butyl-6-methylphenoxy)propyl]phe- 
nyl}-3^-diazabicyclo[3.3.1]non-6-ene-6-carboxyUc acid methylphenethyl- 
30 amide formate salt 
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Synthesized according to typical procedures F and E from bicyclononene U3 and 
2-/ert-butyl-6-methylphenol. LC-MS: R»= 0.88; ES+: 608.27. 

Example 106 

5 

(racyilR*, 5S*)-3-Acetyl-7-{4-[3-(4-tert-butyl-2-methylphenoxy)propyllphe- 
nyl}-3^-diazabicyclo[33.1]non-6-ene-6-carboxyUc acid methylphenethyl- 
amide formate salt 

10 Synthesized according to typical procedures F and E from bicyclononene U3 and 
4-/err-butyl-2-methylphenol. LC-MS: R» = 0.93; ES+: 608.25. 



Example 107 

15 {rac.)-(lR*, 55*)-3-Acetyl-7-{4-[3-(3,4-dichlorophenoxy)propyl]phenyl}-3^- 
diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide 
formate salt 

Synthesized according to typical procedures F and E from bicyclononene U3 and 
20 3,4-dichlorophenol. LC-MS: R* = 0.84; ES+: 606.12. 



Example 108 

(rac.HIR* 55*)-3-Acetyl-7-{4-[3-(4-bromo-3-methylphenoxy)propyl]phe- 
25 nyl}-34»-diazabicyclo[33.11non-6-ene-6-carboxylic acid methylphenethyl- 
amide formate salt 

Synthesized according to typical procedures F and E from bicyclononene U3 and 
4-bromo-3-methylphenol. LC-MS: R* = 0.85; ES+: 630.1 1. 

30 

Example 109 
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(rac.y{lR*p 5,S*)-3-Acetyl-7-{4-l3-(3,4-dimetliylphenoxy)propyI]phenyI}-3^- 
diazabicyclo[33.1]non-6-ene-6-carboxyUc acid methylphenethylamide 
formate salt 

Synthesized according to typical procedures F and E from bicyclononene TO and 
3,4-dimethylphenol. LC-MS: R« = 0.82; ES+: 566.20. 



Example 110 

10 (rac.y{lR*, 55*)-3-Acetyl-7-{4-[3-(3^-dicliloroplienoxy)propyl]phenyl}-3^- 
diazabicyclo[33J]non-6-ene-6-carboxylic acid methylphenethylamide 
formate salt 

Synthesized according to typical procedures F and E from bicyclononene TO and 
15 3,5-dichlorophenol. LC-MS: Rt = 0.87; ES+: 606.13. 



Example 111 

(racMi**, 55*)-3-Acetyl-7-{4-[3-(3^-dimethylphenoxy)propylJphenyl}-3^- 
20 diazabicyclo[33.11non-6-ene-6-carboxylic acid methylphenethylamide 
formate salt 

Synthesized according to typical procedures F and E from bicyclononene TO and 
3,5-dimethylphenol. LC-MS: Rt = 0.82; ES+: 566.21. 

25 

Example 112 

(racyilR*, 55*)-3-Acetyl-7-{4-[3-(2-chloro-4^-dimethylphenoxy)propyllphe- 
nyl}-3^-diazabicyclo[33.1]non-6-ene-6-carboxyUc acid methylphenethyl- 
30 amide formate salt 
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Synthesized according to typical procedures F and E from bicyclononene U3 and 
2-cmoro-4,5-dimemylphenol. LC-MS: R, - 0.85; ES+: 600.18. 

Example 113 

(r«c y{lR*, 5S^3-Acetyl-7-{4-l3K2^t^^^ 

3 J 9-diazabicyclo[33.11non-6-ene-6-carbo X yUc acid methylphenethylamide 
formate salt 

10 Synthesized according to typical procedures F and E from bicyclononene U3 and 
23,5-trimethylphenol. LC-MS: R, = 0.86; ES+: 580.23. 

Example 114 

15 (r«c,)-Acetic acid (J**, SFW-WW**^^ 
U2-(2-chlorophenyl)ethyq^ 
3-yl)-2-oxoethyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AC and 
20 acetic acid chlorocarbonylmethyl ester. LC-MS: R* = 1.01; ES+: 664.14. 

Example 115 

{racYVR*, 55*>7-{4-[3-(2-Chlorophenoxy)propyl]phenyl}-3-(2.cyanoacetyD- 
25 3^diazabi C yclo[33.1]non.6.ene-6-carboxyBe acid p^-chloropbenyDethyll- 
methylamide formate salt 

Synthesized according to typical procedures K and E from bicyclononene AC and 
cyanoaceticacid. LC-MS: Rt= 1.02; ES+: 631.13. 

30 

Example 116 
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(racy(lR*, 55>3K2-AcetylaminoacctyI)-7-{4-[3-(2-cW<>rophenoxy)propyI]- 
P henyl}-34)-diazabicycloI33.1]non-6-ene-6-carboxyMc acid p-(2-chlor©- 
phenyl)ethyl]methylamide formate salt 

Synthesized according to typical procedures K and E from bicyclononene AC and 
acetylarninoacetic acid. LC-MS: R* = 0.96; ES+: 663.14. 



Example 117 



10 1:1 Mixture of (1R, 55)-3-((4S)-2-acetylamino-4-metliylpentanoyI)-7-{4-[3-(2- 
cUorophenoxy)propyl]phenyl}-3^iazabicyclo[3.3A]non^ne-6-carbo X yBc 

acid [2-(2-chlorophenyl)etbyl]methylamide formate salt and (IS, iJO-HC^ 
2-acetyl-ammo^methylpentanoyl)-7-{4-[3K2^Worophenoxy)propyllphe- 
nyl}-3^-diazabicyclo[3.3.1]non-6-ene-6-carboxyUc acid l2-<2-chlorophenyl)- 
15 etbyl]methylamide formate salt 

Synthesized according to typical procedures K and E from bicyclononene AC and 
acetyl leucine. LC-MS: Rt = 1.05; ES+: 719.19. 



20 Example 118 

(racyilR*, 55^-3-Acetyl-7-{4-[3-(2-chlorophenoxy)propyl]phenyl}-34>-di- 
azabicyclol33.11non-6-ene-6-carboxylic acid [2-(2-chlorophenyl)ethyl]- 
methylamide formate salt 

25 

Synthesized according to typical procedures G and E from bicyclononene T2 and 
[2-(2-chlorophenyl)ethyl]methylamine (Jaques B.; Wallace R. G, Tetrahedron, 
1977 ', 33, 581). LC-MS: Rt = 0.90; ES+: 606.08. 



30 Example 119 
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(rac.y{lR*, 5 J S*>3-Acetyl-7-{4-[3-(2-chlorophenoxy)propyl]phenyl}-3^-di- 
azabicydo[33.1]non-6-ene-6-carboxylic acid (2-hydroxybenzyl)methyIamide 
formate salt 

5 Synthesized according to typical procedures G and E from bicyclononene T2 and 
2-methylaminomethylphenol (Ross S. D., et td.\ J. Org. Chem., 1966, 31, 133). 
LC-MS: Rt = 0.83; ES+: 574.10. 



Example 120 

10 

(rac)-(lR*, 55*)-3-Acetyl-7-{4-[3-(2-cblorophenoxy)propyl]phenyl}-3 t 9-di- 
azabicyclo[33.1]non-6-ene-6-carboxyKc acid (2-chlorobenzyl)cyclopropyl- 
amide formate salt 

15 Synthesized according to typical procedures G and E from bicyclononene T2 and 
(2-chlorobenzyl)cyclopropylamine. LC-MS: R, = 0.92; ES+: 617.94. 



Example 121 

1:1 Mixture of (racHlR* 55*)-3-acetyl-7-{4-[3-(2-chlorophenoxy)propyl]- 
phenyl}-3^-diazabicyclo[33.1)non-6-ene-6-carboxylic acid [(3Ji*)3-(2-chlor©- 
phenyl)butyl]methylamide formate salt and (rac.y{lR*, 5.S*)-3-acetyl-7-{4-l3- 
<2^hlorophenoxy)propyll-phenyl}-3^-diazabicyclo[3J.l]non-6-ene-6-carbo- 

xylic acid [(55*)-3-(2-chlorophenyl)butyl]methylamide formate salt 

Synthesized according to typical procedures G and E from bicyclononene T2 and 
(rac. >methyl(3-phenylbutyl)amine (Meyers A. L, et ai.; J. Am. Chem. Sac, 1982, 
104, 877). LC-MS: R, = 0.91 ; ES+: 600.13. 



30 Example 122 
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(racHlR* 55*)-3-Acctyl-7-{4-[3-<2-chlorophenoxy)propyI]phenyl}-3,9-di- 
azabicyclo[33.1]non-6-ene-6-carboxyIic acid methyl-(4-pheiiylbu«yI)amide 
formate salt 

Synthesized according to typical procedures G and E from bicyclononene T2 and 
methyl(4-phenylbutyl)amine (Neale R. S., et al.\ J. Org. Chem., 1965, 30, 3683). 
LC-MS: R» = 0.91; ES+: 600.20. 



Example 123 

10 

(racy{lR *, 5^*)-3-Acetyl-7-{4-[3-(2-cblorophenoxy)propyl]phenyl}-3^-di- 
azabicyclol33.1]non-6-ene-6-carboxyKc acid methyl-(3-phenoxypropyI)amide 
formate salt 

15 Synthesized according to typical procedures G and E from bicyclononene T2 and 
memyl(3-phenoxypropyl)amine. LC-MS: R, = 0.88; ES+: 602.09. 



Example 124 

20 (racHIR*, 55*)-3-Acetyl-7-{4-[3-<2-chlorophenoxy)propyl]phenyl}-3,9-di- 
azabicyclo[33.1]non-6-ene-6-carboxytic acid methyH4-pbenylpentyl)amide 
formate salt 

Synthesized according to typical procedures G and E from bicyclononene T2 and 
25 memyl(5-phenylpentyl)amine (Neale R- S., et al\ J. Org. Chem., 1965, 30, 3683). 
LC-MS: R, = 0.95; ES+: 614.12. 



Example 125 



(rac.y(lR*> 5S*)-3-Acetyl-7-{4-[3-(2-cblorophenoxy)propyl]phenyl}-34>-di- 
azabicyclo[33.1]non-6-ene-6-carboxyUc acid (3-benzo[l,3]dioxol-5-ylpropyl)- 
methylamide formate salt 
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Synthesized according to typical procedures G and E from bicyclononene T2 and 
(a-benzotUldioxol-S-ylpropyDmethylamine (DaUacker, et al\ Chem. Ber., 1971, 
104, 2517). LC-MS: R* = 0.86; ES+: 630.10. 

5 

Example 126 

[racyilR*, 55*>3-Acetyl-7-{4-[3-(2-cWorophenoxy)propyl]phenyl}-3^-di- 
azabicyclolSJ.llnon^ene^carboxyUc acid p^-methoxyphenoxy^thyll- 
10 Diethylamide formate salt 

Synthesized according to typical procedures G and E from bicyclononene T2 and 
[2<4-methoxyphenoxy)ethyl]memylamine. LC-MS: Rt = 0.84; ES+: 618.03. 

15 Example 127 

{racYilR*, 55*)-3-Acetyl-7-{4-[3-(2-chlorophenoxy)propyl]phenyl}-34)- 
diazabicyclo[33.1]non-6^ne-6-carboxyUc acid [2-(4-chlorophenoxy)ethyl]- 
methylamide formate salt 



20 



25 



30 



Synthesized according to typical procedures G and E from bicyclononene T2 and 
[2K4-cmorophenoxy)emyl]memylamine. LC-MS: R» = 0.90; ES+: 622.03. 

Example 128 

{racyilR*, 5S*>3-Acetyl-7-{4-l3-(2-chlorophenoxy)propyl]phenyl}-34>- 
diazabicyclol33.1]non-6-ene-6-carboxylic acid methyH2- J p-tolylo X yetbyD- 
amide formate salt 

Synthesized according to typical procedures G and E from bicyclononene T2 and 
(2-^tolyloxyemyl)memylamine. LC-MS: R, = 0.89; ES+: 602.08. 
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Example 129 

(racyilR*, JS^-3-Acetyl-7-{4-[3-(2-cliIorophenoxy)propyl]pheiiyl}-3^-di- 
azabicyclo[33.1]non-6-ene-6-carboxyUc acid diethylamide formate salt 

Synthesized according to typical procedures G and E from bicyclononene T2 and 
diethylamine. LC-MS: R* = 0.79; ES+: 510.06. 



Example 130 

10 

(racyilR* 55^-3-Acetyl-7-{4-[3-(2-cblorophenoxy)propyl]phenyl}-3^-di- 
azabicyclo[3.3.1]non-6-ene-6-carboxylic acid methyH2-pyridm-2-yletbyI)- 
amide formate salt 

15 Synthesized according to typical procedures G and E from bicyclononene T2 and 
emyl(2-pyridm-2-ylemyl)amine. LC-MS: R, = 0.89; ES+: 602.08. 



Example 131 

20 (IS, 5J?>3-Acetyl-7-{4-[2-(2^,6-trifluorophenoxy)ethyl]phenyl}-3^-diaza- 
bicyclo[33.1]non-6-ene-6-carboxylic acid methylphenethylamide 

Synthesized according to typical procedures F and E from bicyclononene BJ and 
2,3,6-trifluorophenol. LC-MS: R, = 0.94; ES+: 592.19. ee = 80%. 

25 

Example 132 



l:l-Mixture of (rac)-<2J?*, 55*>3-acetyl-7-{4-l3-(2-bromo-5-fluorophenoxy)- 
propyl]phenyl}-3^-diazabicyclo[33.1]non-6-ene-6-carboxyUc acid cyclo- 
30 propyl-[2-((21l*>23-daiydroxypropyI)beiizyl]amide trifluoroacetate salt and 
(rac)-(J R * 55*)-3-acetyl-7-{4-[3-(2-brom©-5-fluorophenoxy)-propyl]phenyl}- 
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3^-diazabicydo[33.1]noii-6-ene-6-carboxyUc acid cyclopropyH2-((aS*)-2,3- 
dihydroxypropyI)beiizyllamidc trifluoroacetate salt 

Synthesized according to typical procedure E from bicyclononene AT. LC-MS: 
5 R« = 3.99; ES+: 720.49. 

Example 133 

(rac)-(lR*, 5,S*)-3-Acetyl-7-{4-[3-(2-bromo-5-£Iuorophenoxy)propyl]phenyl}- 
10 3^-diazabicycIo[33.1]non-6-ene-6-carboxyUc acid cyclopropyl-[2-(2- 
hydroxyethyI)benzyl]amide trifluoroacetate salt 

Synthesized according to typical procedure E from bicyclononene AV. LC-MS: 
R, - 3.94; ES+: 692.77. 

15 

Example 134 

(rac.y{lR *, 5^*)-3-Acetyl-7-{4-[3-(2-bromo-5-fluorophenoxy)propylJphenyl}- 
3^-diazabicyclo[33.1]non-6-ene-6-carboxylic acid benzylcyclopropylamide 
20 formate salt 

Synthesized according to typical procedures H and E from bicyclononene AJ4 
and benzylcyclopropylaniine. LC-MS: Rt = 0.89 ES+: 646.41. 

25 Example 135 

(racHIR*, 5,s*)-3-Acetyl-7-{4-[3-(2-bromo-5-fluoro-phenoxy)propyl)- 
phenyl}-3,9-diazabicyclo[3^.1]non-6-ene-6-carboxyhc acid (2-chlorobenzyl)- 
ethylamide formate salt 

30 

Synthesized according to typical procedures H and E from bicyclononene AJ4 
and (2-cworobeiizyl)emylamine. LC-MS: Rt = 0.91 ES+: 668.44. 
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Example 136 

{rac.y(lR*, 55*>-3-Acetyl-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}- 
5 34>-dia2abicyclo[33.1)non-6-ene-6-carboxylic acid cyclopropyl-(2-flu©r©- 
benzyl)amide formate salt 

Synthesized according to typical procedures H and E from bicyclononene AJ4 
and (2-fluorobenzyl)cyclopropylamine. LC-MS: R< = 0.90 ES+: 664.46. 

10 

Example 137 

(rac)-(lR*, 55*)-3-Acetyl-7-{4-l3-(2-bromo-5-flaorophenoxy)propyl]phenyl}- 
3,9-diazabicycloI33.1]non-6-ene-6-carboxylic acid cydopropyl-(2-methyl- 
15 benzyQamide formate salt 

Synthesized according to typical procedures H and E from bicyclononene AJ4 
and (2-memylbenzyl)cyclopropylamine. LC-MS: R« = 0.92 ES+: 660.47. 

20 Example 138 

{rac.y{lR*, 55*)-3-Acetyl-7-{4-I3-(2-bromo-5-fluorophenoxy)propyl]phenyl}- 
3^-diazabicyclo[3.3.11non-6-ene-6-carboxyBc acid cyclopropyl-[2-(4- 
methoxyphenoxy)ethyllamide formate salt 

25 

Synthesized according to typical procedures H and E from bicyclononene AJ4 
and cyclopropyl[2-(4-memoxyphenoxy)emyl]amine. LC-MS: R« = 0.90 ES+: 

706.44. 



30 Example 139 
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{raa)-(lR*, 55*)-3-Acetyl-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}- 
3^-diazabicycloI33.1]non-6-ene-6-carboxyUc acid cyclopropyI-(2-m-tolyloxy- 
ethyl)amide formate salt 

Synthesized according to typical procedures H and E from bicyclononene AJ4 
and cyclopropyl[2K3-methylphenoxy)ethyl]amine. LC-MS: R» = 0.93 ES+: 

690.47. 
Example 140 

(rac.y{lR *, 55*>-3-Acetyl-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}- 
3^-diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclopropyl-[2-(3,4- 
dimethylphenoxy)ethyl] amide formate salt 

15 Synthesized according to typical procedures H and E from bicyclononene AJ4 
and cyclopropyl[2<3,4-dimemylphenoxy)emyl]amine. LC-MS: R< = 0.94 ES+: 

704.48. 



10 



20 



Example 141 

{racyilR*, 55*>3-Acetyl-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]pbenyl}- 
3^-diazabicyclol33.11non-6-ene-6-carboxyUc acid cyclopropylphenethyl- 
amide formate salt 

25 Synthesized according to typical procedures H and E from bicyclononene AJ4 
and cyclopropylphenemylaniine. LC-MS: = 0.90 ES+: 660.50. 

Example 142 

30 {raayilR*, 5S*)-3-Acetyl-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}- 
3^-diazabicyclo(33.1]non-6-ene-6-carboxyUc acid [2-(2-chlorophenyl)ethyIJ- 
cyclopropylamide formate salt 
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Synthesized according to typical procedures H and E from bicyclononene AJ4 
and [2^2^Morophenyl)ethyl]cyclopropylamine. LC-MS: R« - 0.92 ES+: 694.44. 

5 Example 143 

{rac}-{lR*, 55*)-3-Acetyl-7-{4-[3-(2-bromo-5-fluoroplieno3y)propyllphenyl}- 
3^-diazabicyclol33.11non-6-ene-6-carboxyBc acid cyclopropyl-[2-(2,3- 
difluorophenyI)ethyl]amide formate salt 

10 

Synthesized according to typical procedures H and E from bicyclononene AJ4 
and [2-(2^^uorophenyl)emyl]cyclopropylamine. LC-MS: R* - 0.91 ES+: 

696.47. 
15 Example 144 

{rac.y{lR*, 5,S*)-3-Acetyl-7-{4-I3-(2-bromo-5-fluorophenoxy)propyl]phenyI>- 
3^Mliazabicyclo[33.1]non-6-ene-6-earboxyIic acid cyclopropyl-[2-(4-fluoro- 
phenyl)ethyljamide formate salt 

20 

Synthesized according to typical procedures H and E from bicyclononene AJ4 
and [2-(4-fluorophenyl)emyl]cyclopropylamine. LC-MS: R* = 0.91 ES+: 678.53. 

Example 145 

25 

{racyilR*, 5S*)-3-Acetyl-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}- 
3^-diazabicyclo[33.11non-6-ene-6-carboxyUc acid cyclopropyl-(2-o- 
tolylethyl)amide formate salt 



30 



Synthesized according to typical procedures H and E from bicyclononene AJ4 
and [2-(2-memylphenyl)emyl]cyclopiX)pylamine. LC-MS: R*= 0.92 ES+: 674.55. 



WO 03/093267 



293 



PCT/EP03/03721 



Example 146 

l:l-Mixture of {racWR*, 5,S*>-3-Acetyl-7-{4.[3-(2-bromo-5.fhioropheno X y)- 
propyl]phenyl}-3^azabicycIo[33.1]non-6-cne-6-carboxyBc acid ((2**)-2- 

hydroxy-2-phenylethy9methylamide formate salt and {rac}-{lR*, 55*)-3- 
acetyl-7-{4-l3-{2-bromo-5-fluorophenoxy)-propyl]phenyl}-3^-diazabicycl- 

o[33.1]non-6-eae-6-carboiyUc acid ((25*)-2-hydroxy-2-phenylethyI)methyl- 
amide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AJ4 
and a-(methylaminomethyl)benzyl alcohol. LC-MS: R« = 0.85 ES+: 650.49. 



Example 147 



15 irac.y{lR*, 5S*>3-Acetyl-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyI}- 
3^-diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclopropyl-(3-trifluoro- 
methylbenzyl)amide formate salt 

Synthesized according to typical procedures H and E from bicyclononene AJ4 
20 and (3-trmuoromemylbenzyl)cyclopropylarnine. LC-MS: R» - 0.93 ES+: 714.40. 



Example 148 

(raaMJ^ 55 >3-Acetyl-7-{4-[3K2^,6-t^ 
25 diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclopropyl-(2-0-tolylethyI)- 

amide formate salt 

Synthesized according to typical procedures H and E from bicyclononene AJ4 
and [2-(2-memylphenyl)emyl]cyclopropylamine. LC-MS: R« = 0.90 ES+: 632.51. 

30 



Example 149 
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(rac.y(lR*, 55*>7-{4-[3-(2^,6-Trifluorophenoxy)propylphenyl}-3^-diaza 
bicyclo[3-3.1]non-6-ene-6-carboxyBc acid (2-chlorobenzyI)cyclopropylainide 

Synthesized according to typical procedure E from bicyclononene AL2 an< 
5 purification by FC. LC-MS: Rt = 0.84 ES+: 596.30. 



Example 150 

{rac)-5-HJIl *, 55*)-6-[(2-OilorobenzyI)cyclopropylcarbamoy ll-7-{4-[3-(2 
10 trifluorophenoxy)propylphenyl}^9-diazablcyclo[33J]non-^en-3-yI)-5-oxo- 

pentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL2 
and glutaric anhydride. LC-MS: R, = 0.87 ES+: 710.42. 

15 

Example 151 

{racyilR*, 55*)-6-l(2-Chlorobenzyl)cyclopropylcarbamoyll-7-{4-I3-(23,<»- 
trifluorophenoxy)propyl]phenyl}-3^-diazabicyclo[33.1Jnon-6-ene-9- 
20 carboxylic acid 2^^-rrichloro-l,l-dimethyletbyl ester hydrochloride salt 

Synthesized according to typical procedure L from bicyclononene AK2 and. LC- 
MS: R»= 1.06 ES+: 798.34. 



25 Example 152 



{racyilR *, 55'*)-6-l(2-ChlorobenzyI)ethylcarbamoyll-7-{4-[3-(2^,6-trifluoro- 
phenoxy)propyl]phenyl}-3^-diazabicyclo[33.1]non-6-ene-9-carboxylic acid 
2^^-trichloro-l,l-dimethylethyl ester hydrochloride salt 

Synthesized according to typical procedure L from bicyclononene AK4 and. LC- 
MS: R»= 1.19 ES+: 788.25. 
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Example 153 

{raaHlR*, 55*>6-[(2-Fluorobeii2yI)cyclopropylcarbamoyl]-7-{4-[3-(23,6- 
5 trffluoro P henoxy) P ropyl]pbeny^^ 

xylic acid 2^^-trichIoro-l,l-dimethylethyl ester hydrochloride salt 

Synthesized according to typical procedure L from bicyclononene AK5. LC-MS: 
R,= 1.18ES+: 784.27. 

10 

Example 154 

(rac)-(lR*, 5S*)^[(2-Methylbeiizyl)cyclopropylcarba 
trifraorophenoxy)propyl]ph^^^ 
15 xylic acid 2^tricbloro-l,l-dimethylethyl ester hydrochloride salt 

Synthesized according to typical procedure L from bicyclononene AK7. LC-MS: 
R<=1.21 ES+: 780.29. 



20 Example 155 

(racYVR*, 55*HJ-ICyclopropyl-(2-o-tolylethyl)carbamoyl]-7-{4-I3-(23,6- 
trifluorophenoxy)propyllphenyl}-3^ 

xylic acid 2^>trichloro-l,l"dime*ylethyl ester hydrochloride salt 

25 

Synthesized according to typical procedure L from bicyclononene AK16. LC- 
MS: R«= 1.21 ES+: 794.30. 



Example 156 

30 
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(rac)-{lR*, 55*H-I^ clo P ro PyH3»5-dimethoxybenzyl)carbamoyl)-7-{4-[3- 
(2A6-trfflnorophcnoxy)propyl]phenyl}-3^HUazabicyclo[33.1]noii-6-eiie-9- 
carboxylic acid 2^^-trichloro-l,l-dimethyletbyl ester hydrochloride salt 

5 Synthesized according to typical procedure L from bicyclononene AK17. LC- 
MS:R<=1.16. 



Example 157 

10 (racO-(lJl*, 55>6-[C^doproprl^2-^tolylethyI)carbainoyll-7-{4-[3-(2Ai 
triflaorophenoxy)propyl]phenyl}-34>-diazabicycIo[33.11non-6-ene-9-carbo- 
xybc acid 2^>trichloro-l,l-dimethylethyl ester hydrochloride salt 

Synthesized according to typical procedure L from bicyclononene AK18. U 
15 MS: R» - 1 .22 ES+: 794.30. 



20 



25 



Example 158 

{rac)-S-{(lR*, 55*)-6-[(2-ChlorobenzyI)cyclopropylcarbamoyll-7-{4-I3-(23,6- 
trifluorophenoxy)propyllphenyl}-3^-diazabicyclo[33.1]non.6^ n -3-yI)-2^- 

dimethyl-5-oxo-peiitanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL2 
and 2,2-dimethylglutaric anhydride. LC-MS: R< - 0.91 ES+: 738.52. 

Example 159 



{rac}-5-i{lR*, 55T*)-6-[(2-Chlorobenzyl)cyclopropylcarbamoyl]-7-{4-[3-(23,6- 
trfflnorophenoxy)propyl]phenyl)-3^1i^^ 
30 pentanoic acid methyl ester formate salt 
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10 



15 



Synthesized according to typical procedures A and E from bicyclononene AL2 
and glutaric acid monomethylester chloride. LC-MS: R< = 0.93 ES+: 724.49. 

Example 160 

l:l-Mixture of {JRf 5S)-3-{(lS, ^)-4-hydroxypyrrolidine-2-carbonyl)-7-{4- 
i3K23,6-trifluorophenoxy)propyllphenyl}-3,9-4iazabicyclo[33.11non-6-ene- 
6-carboxylic acid (2-chIorobenzyI)cyclopropylamide formate salt and (IS, 
5R)-3-«lS, ^)^hydroxypyiroUdine-2-carbonyl)-7-{4-P-(23,6-<rifluoro- 
phenoxy)propyl]phenyl}-34>-dia«bicyclo[3.3.11non-6-ene-6-carboxylic acid 

(2-chlorobenayI) c y clo P ro Py lamide formate salt 

Synthesized according to typical procedures G, B and L from bicyclononene AL2 
and BOC-L-hydroxyproline. LC-MS: R, = 0.80 ES+: 709.38.. 

Example 161 



(racHJR*, 5^^-3K4-Carbamoylbutyryl)-7-{4-[3-(23,6-trifluorophenoxy)- 
propyl]phenyl}-3,9-diazabicyclo(33.1]non-6-ene-6-carboxyUc acid (2-chloro- 
20 benzyl)cyclopropylamide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL2 
and 4-carbamoylbutyric acid. LC-MS: R, - 0.86 ES+: 709.38. 

25 Example 162 

{racYilR*, 55*)-3K4-CarbamoylbutyrylV7-{4-[3-(23,6-trifluorophenoxy)- 
propyl]phenyl}-3^-diazabicyclo[3.3.1]non-6-ene-6-carboxyUc acid benzyl- 
cyclopropylamide formate salt 



30 



Synthesized according to typical procedures G and E from bicyclononene AL3 
and 4-carbamoylbutyric acid. LC-MS: R« = 0.84 ES+: 675.49. 
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Example 163 

(rac.y{lR*, 55*)-3-(4-Carbamoylbnt y ryl>-7-{4-i3-(23,6-trifluorophenoxy)- 
5 propyllphenyl}-3^-diazabicyclol33.1)non^ne-6-carboxylic acid (2-cbioro- 
benzyOethylamide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL4 
and 4-carbamoylbutyric acid. LC-MS: Rt = 0.86 ES+: 697.40. 



10 



25 



Example 164 



(racy{lR*, 55^3K4-Carbamoylbntyryl)-7-{4-l3-(2^,6-trifluorophenoxy> 
propyl)pbenyl}-3,9-diazabicyclol33-llnon-6-ene-6-carboxyUc acid cyclo- 
15 propyl-(2-fluorobenzyl)amide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL5 
and 4-carbamoylbutyric acid. LC-MS: R, = 0.85 ES+: 693.43. 

20 Example 165 

(r«c;Mi**» 3S*)-3-(4-Carbamoylbntyryl)-7-{4-l3-(23,6-trifluorophenoxy)- 
propyl)phenyl}-3^-diazabicyclo[33.11non^-ene-6-carboxyUc acid 
cyclopropyl-(3-trifluoromethyIbenzyl)amide formate salt 



Synthesized according to typical procedures G and E from bicyclononene AL6 
and 4-carbamoylbutyric acid. LC-MS: R< = 0.88 ES+: 743.41. 

Example 166 



30 
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(rac.y{lR*, 5^*)-3-(4-Carbamoylbutyiyl)-7-{4-[3-(23,6-trifluorophenoxy)- 
propyl]phenyl}-3^-diazabicyclo[33.1]non-6-ene-6-carboxyUc acid cyclo- 
propyM2-methylbenzyl)amide formate salt 

5 Synthesized according to typical procedures G and E from bicyclononene AL7 
and 4-carbamoylbutyric acid. LC-MS: Rt = 0.86 BS+: 689.47. 



Example 167 



10 (raa)-(lJ?*, 5^*)-3-(4-CarbamoylbutyryI)-7-{4-[3-(2^,6-trifluorophenoxy)- 
propyl}phenyl}-3,9-diazabicyclo[33.1]non-6-ene-6-carboxyBc acid cyclo- 
propyl-12-(4-methoxyphenoxy)ctbyl]amide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL8 
15 and 4-carbamoylbutyric acid. LC-MS: Rt = 0.85 ES+: 735.47. 



Example 168 

(rac)-{lR*, 55*>3-(4-CarbamoyIbutyryl)-7-{4-[3-(23,6-trifluorophenoxy)- 
20 propyIJphenyl}-3,9-diazabicyclo[33.1]non-6-ene-6-carboxylic acid cydo- 
propyl-l2-(3-methoxyphenoxy)ethyl]amide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL9 
and 4-carbamoylbutyric acid. LC-MS: R, = 0.86 ES+: 735.47. 

25 

Example 169 

(rac.y{UL*> 55*>3-(4-Carbamoylbntyryl)-7-{4-l3-(23,6-trifluoropbenoxy)- 
propylJphenyl}-3^-diazabicyclol33.1]non-6-ene-6-carboxyUc acid cyclo- 
30 propyl-(2-m-toryloxyethyl)amide formate salt 
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Synthesized according to typical procedures G and E from bicyclononene ALIO 
and 4-carbamoylbutyric acid. LC-MS: Rt = 0.87 ES+: 719.46. 

Example 170 

5 

{racyilR*, J,S*)-3K4^arbamoylbutyiyl)-7-{4-[3K2^,6-trifluorophenoxy)- 
propyllphenyl}-3^-diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclo- 
propyl-[2-(3,4-dimethylphenoxy)ethyI]amide formate salt 

10 Synthesized according to typical procedures G and E from bicyclononene ALII 
and 4-carbamoylbutyric acid. LC-MS: R« = 0.89 ES+: 733.49. 



Example 171 

15 (racy{lR*, 55>3-(4-Cari>amoylbutyryI)-7-{4-[3-(2^,6-trifluorophenoxy)- 
propy!lphenyl}-3^-diazabicyclo[33.1]non-6-ene-6-carboxyUc acid cyclo- 
propylphenethylamide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL12 
20 and 4-carbamoylbutyric acid. LC-MS: Rt = 0.85 ES+: 689.48. 



Example 172 

{racy{lR*, 55*)-3-(4-Carbamoylbutyryl)-7-{4-[3-<2^,6-trifluoropbenoxy)- 
25 propyl]phenyl}-34>-diaza-bicyclo[33.1]non-6-ene-6-carboxylic acid [2-(2- 
chloro-phenyl)ethy!lcyclopropylamide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL13 
and 4-carbamoylbutyric acid. LC-MS: R, = 0.87 ES+: 723.43. 

30 



Example 173 
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(rac)-(lR*, 55*)-3K4-CarbamoyIbutyryl)-7-{4-[3-<2^,6-tri£luorophenoxy>- 
propyl]phenyl}-3^-diazabicyclo[33.1]non-6-ene-6-carboxyUc acid cyclo- 
propy!-[2-(23-difluorophenyI)ethyllamide formate salt 

5 Synthesized according to typical procedures G and E from bicyclononene AL14 
and 4-carbamoylbutyric acid. LC-MS: Rt = 0.86 ES+: 725.45. 

Example 174 

10 {racyilR*, 55*)-3K4-Carbamoylbutyryl)-7-{4-p-(2A6-trifluorophenoxy)- 
P ropyl]phenyl}-3^-diazabicyclol33.1]non-6-ene-6-carboxyUc acid cyclo- 
propyl-[2-(4-flnorophenyl)ethyl]aiiiide 

Synthesized according to typical procedures G and E from bicyclononene AL15 
15 and 4-carbamoylbutyric acid. LC-MS: R, = 0.86 ES+: 707.44. 

Example 175 

(racyilR*, 55*)-3-(4^arbamoylbutyryl>-7-{4-[3-(23,6-trilluorophenoxy)- 
20 P ropyl]phenyl}-3^-diazabicyclol33.11non-6-ene-6-carboxyUc acid 
cyclopropyl-(2-o-tolylethyI)aniide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL16 
and 4-carbamoylbutyric acid. LC-MS: R* - 6.87 ES+: 703.47. 

25 

Example 176 

(racyilR*, 55>-3-(4-Carbamoylbutyryl>7-{4-l3-(23,6-trifluorophenoxy)- 
propyl]phenyl}-3,9-diazabicyclo[33.11non-6-ene-6-carboxyUc acid cyclo- 
30 propyH33-dimethoxybenzyi)amide formate salt 
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Synthesized according to typical procedures G and E from bicyclononene AL17 
and 4-carbamoylbutyric acid. LC-MS: Rt - 0.85 ES+: 735.47. 

Example 177 

5 

(rac.y(lR*> 55*)-3-(4^arbamoylbut3rryl)-7-{4-l3K2^,6-triflnorophenoxy>- 
propyllphenyl}-3^-diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclo- 
propyl-(2-p-torylethyl)amide formate salt 

10 Synthesized according to typical procedures G and E from bicyclononene AL18 
and 4-carbamoylbutyric acid LC-MS: Rt = 0.87 ES+: 703.46. 

Example 178 

15 l:l-Mixture of (1R, 5S)-3-((lS, 4K)-4-hydroxypyrrolidnie-2-carbonyl)-7-{4- 
[3-(2^,6-trifluorophenoxy)propyl]phenyl}-3^iazabicyclol33.11non-6-ene- 
6-carboxyUc acid benzylcyclopropylamide formate salt and (IS, 5Ry3-((lS, 

4KH-hy dr °xypy™ Kdm ^ 2 ^ arb ^ 

propyllphenyI}-3^-diazabicycIo[33.1]non-6-ene-6-carboxyIic acid benzyl- 
20 cyclopropylamide formate salt 

Synthesized according to typical procedures G, E and L from bicyclononene AL3 
and BOC-L-hydroxyproline. LC-MS: Rt = 0.78 ES+: 675.47. 

25 Example 179 

l:l-Mixture of (1R, 5S)-3-((lS, 4«)-4-liydroxypyrroUdme-2-carbonyl)-7-{4- 
[3-(2^,6^trifluorophenoxy)propylphenyl}-3,9-diazabicyclot33.1)non-6-ene-6- 
carboxylic acid (2-chlorobenzyI)ethylamide formate salt and (IS, 5R)-3-((lS, 
30 ¥il)^hydroxypyiToUdme-2-carbonyl>7-{4-[3-(23,6-trifluoroplienoxy> 

propylphenyl}-3,9-diazabicyclol33.11non-6-ene-6-carboxyUc acid (2-chloro- 
benzyl)ethylamide formate salt 
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Synthesized according to typical procedures G, E and L from bicyclononene ALA 
and BOC-L-hydroxyproline. LC-MS: Rt = 0.79 ES+: 697.40. 

5 Example 180 

l:l-Mixture of (1R, 5S)-3-((lS, -«>4-liydroxypyrroUdine-2-carbonyl)-7-{4- 
[3K2A6-trifluorophenoxy)propyl]phenyl}-3^-diazabicyclo[33.1Jnon-6-ene- 
6-carboxylic acid cyclopropyl<2-fluorobeiizyl)amide formate salt and (IS, 
10 5R)-3-i(lS, 4«)^hydrojypyrrolidme-2-carbonyl)-7-{4-[3K23,6-trifluoro^ 
pbenoxy)propyl]phenyl}-3^-diazabicyclo[33.1]iion-6.ene-6-carboxyUc acid 
cyclopropyl-(2-fluorobenzyl)amide formate salt 

Synthesized according to typical procedures G, E and L from bicyclononene AL5 
15 and BOC-L-hydroxyproline. LC-MS: R» = 0.78 ES+: 693.44. 

Example 181 

l:l-Mixture of (JR, SS)-M(1S, ¥*)-4-hydroxypyrroHdnie-2-carbonyl)-7-{4- 
[3-(23,6-trifluorophenoxy)propyl]phenyl}-3>diazabicyclo[33.1]non-6-ene- 
6-carboxylic acid cyclopropyl-(3-trMluoromethylbenzyl)amide formate salt 
and (IS, 5R)-3-((JS, 4Jl)-4-hydroxypyrroUdme-2-carbonyl)-7-{4-[3-(23,6- 
trifluorophenoxy)propyIlphenyl}-3^-diazabicyclo[33.1]non-6-ene-6- 
carboxylic acid cyclopropyH3-trifluoromethylbenzyI)amide formate salt 



20 



25 



30 



Synthesized according to typical procedures G, E and L from bicyclononene AL6 
and BOC-L-hydroxyproline. LC-MS: Rt - 0.81 ES+: 743.42. 



Example 182 



l:l-Mixture of (1R, 5S)-3-((lS, 4JtM-hydroxypyrroUdine-2-carbonyl)-7-{4- 
[3K23,6-trifluorophenoxy)propyl]phenyl}-3^-diazabicyclo[33.1]non-6-ene- 
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6-carboxylic acid cyclopropyl-(2-nie«iylbenzyI)aiiiide formate salt and (IS, 
5R)-3-((JS, 4K)^hydr©xypyrroliam^ 

phenoxy)propyI]phenyl}-3,9^liazabicycIo[33.1]non-6-cne-6-carboxyUc acid 
cyclopropyK2-methylenzyl)amide formate salt 

Synthesized according to typical procedures G, E and L from bicyclononene AL7 
and BOC-L-hydroxyproline. LC-MS: R*= 0.79 ES+: 689.47. 



10 



15 



20 



Example 183 

l:l-Mixtore of (JR, 5S)-3-((lS, -«l>4-bydroxypyrroUdine-2-carbonyl)-7-{4- 
[3^23,6-trifluorophenoxy)propyIlpbenyl}-3^iazabicydol33a]non-6-ene- 
6-carboxylic acid cyclopropyl-(2-m-tolyloxyethyl)amide formate salt and (IS, 
5Ry-3-((lR ^S-4^ydroxypyrrolidme-2-carbonyl)-7-{4-(3K23»6-trifluoro- 
phenoxy)propyl]phenyl}-3^-diazabicyclo[33.1]non-6-ene-6-carboxylic acid 
cyclopropyl-<2-»*-tolyloxyethyI)amide formate salt 

Synthesized according to typical procedures G, E and L from bicyclononene 
ALIO and BOC-L-hydroxyproline. LC-MS: R« = 0.81 ES+: 719.45. 

Example 184 



l:l-Mixtnre of (IS, 5S)-3-((lS, ^J?)-4-hydroxypyrrolioine-2-carbonyl)-7-{4- 
[3^23,6-trifluorophenoxy)propyI]phenylW^ 
25 6-carboxylic acid cyclopropyl-(33-dimethoxybenzyI)amide fromate salt and 
(IS, 5R)-3-((lS> ^|f)-4-hydroxypyrrolidine-2-carbonyI)-7-{4-[3-(23,6- 
trifluorophenoxy)propyl]phenyl}-3^-diazabicyclol33a]non-6-ene-6-carbo- 
xylic acid cyclopropyl-(3,5-dimethoxybenzyl)amide formate salt 



30 Synthesized according to typical procedures G, E and L from bicyclononene 
AL17 and BOC-L-hydroxyproline. LC-MS: R, = 0.78 ES+: 735.48. 
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Example 185 



lrl-Mixture of (J*, 55>3-<(i5, ^>hydroxypyrrolidme-2-carbonyl)-7-{4-[3- 
(2^,6-tri£luoropheno X y)propyl]phenyl}-34>-diazabicyclo[33.1]non^ene^ 
5 carboxylic acid cyclopropyH2-p-tolylethyl)amide formate salt and (IS, 5H)-3- 
((1S, 4K>*ydnwypyrw>^^ 

propyl]phenyl}-3^-«azabicyclo[33.11noii-6-ene-6-carbo X ylic acid cyclo- 
propyl-(2-i>-tolylethyI)-amide formate salt 

lo Synthesized according to typical procedures G, E and L from bicyclononene 
AL18 and BOC-L-hydroxyproline. LC-MS: R* = 0.81 ES+: 703.48. 

Example 186 

15 lrl-Mixture of (racH^^P*, 5S*>6-[(2-cblorobenzyl)cyclopropyl- 
carbamoyl]-7-{HM23,6-trifluoropbeno^^ 

[33.1]non-6-en-3-yI)-3-hydroxy-5-oxopentanoic acid formate salt and {racy 
(5S*)-5-((IJt*, 5S*)-6-l(2-chloroben2yI)cyclopropylcarbamoyll-7-{4-l3-(2^,6- 
tr»fluorophenoxy)propyl]phenyl^^ 
20 hydroxy-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene AL2 
and 3<re^butyldimethylsUyloxy)glutaric anhydride. LC-MS: R, = 0.86 ES+: 

726.40. 



25 



30 



Example 187 



l:l-Mixture of {rac)-{3R*yS-i{lR*, 55>6-(benzylcyclopropylcarbamoyl)-7- 
{443-(23,6-trifluorophenoxy)propyllphenyl}-3^-diazabicyclo[33J]non-6-en- 

3-yl)-3-hydroxy-5-oxopentanoic acid formate salt and (rac.M?S*)-5-((IJl*, 
55*)^(beiizylcyclopropylcarbamoy0-7-{4-[3-(23,6^triflnorophenoxy)- 
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5 



propyl]phenyl}-34>-diazabicyclo[33.1]non-6-eii-3-yI)-3-hydroxy-5-oxo- 
pentanoic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene AL3 
and 3-{tertA>\jty\^tihylsily\oxy)^VLtsnc anhydride. LC-MS: = 0.84 ES+: 
692.45 

Example 188 

10 lil-Mixture of {racH3^5-({lR*, 55*>6-[(2-chlorobenzyDethyl- 
carbamoyll-7-{4-[3-(2^,6-trifluoropbenoxy)propyl]phenyl}-3^-diazabicycIo- 

[33.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid formate salt and (racy 
(3S*)-S-((1R*, 55*)-6-[(2-chlorobenzyl)ethylcarbamoyl]-7-{4-[3-(23,6-tri- 
fluorophenoxy)propyl]phenyl}-3,9-diazabicyclol33.11non-6-en-3-yl)-3- 
15 hydroxy-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene AL4 
and 3-(/erf-butyldimethylsUyloxy)glutaric anhydride. LC-MS: Rt = 0.86 ES+: 



20 



714.38 

Example 189 



l:l-Mixture of («^)-<5J!*)-5-<(l**, 55r*)-6-[cyclopropyI-(2-fluorobenzyl)- 
carbamoyl]-7-{4-[3-(23,6-trifluorophenoxy)propyl]pbenyl}-3^-diazbicyclo^ 
25 [33.1Jnon-6-en-3-yl)-3-bydroxy-5-oxopentanoic acid formate salt and (rac)- 
(J5*)-5-((i-R*, 55*>6-lcyclopropyl-(2-fluorobenzyI)carbamoyIl-7-{4-(3-(2^,6- 
trifluoro-phenoxy)propyl)phenyl}-3^-diazbicyclo-[33.1]non-6-en-3-yI)-3- 

hydroxy-5-oxopentanoic acid formate salt 

30 Synthesized according to typical procedures K, E and L from bicyclononene AL5 
and 3.(rer/-butyldimethylsayloxy)glutaric anhydride. LC-MS: R« = 0.84 ES+: 
710.42 
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Example 190 

lrl-Mixture of (rac)-{3R*yS-({lR*, 55*)-6-[cyclopropyl-(3-trifluoromethyl- 
benzyl)carbamoyl]-7-{4-[3H2^,6-trifluorophenoxy)propyl]phenyl}-3^-diaza- 
bicyclo[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid formate salt and 
{racyiSS^S-iilR*, 55*>6-[cyclopropyl-(3-trifluoromethylbeiizyl)- 
carbamoyl)-7-{4-[3K2^,6-trifluorophenoxy)propyl]phenyl}-3,9^iazabi^ 
[33.1]non-6-en-3-yl)-3-hydroxy-5-oxopentaiioic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene AL6 
and 3<te^butyldimethylsilyloxy)glutaric anhydride. LC-MS: R< = 0.88 ES+: 
760.39 



IS Example 191 

l:l-Mixture of (racH3R*)-S-{(lR* 55*)-6-IcyclopropyI-(2-methylbeiizyl)- 
carbamoyl]-7-{4-[3K2^,6-trifluorophenoxy)propyl]phenyl}-3,9-dlazabicyclo- 
[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid formate salt and (racy 
20 (3S*y-5-({lR*, 55*>6-IcyclopropyH2-methylbenzyl)carbamoyl]-7-{4-[3- 
(2^,6-trifluorophenoxy)propyl}phenyl}-3^-diazabicyclo-[33.1]non-6-en-3- 
yI)-3-hydroxy-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene AL7 
25 and 3^/err-butyldimethylsUyloxy)glutaric anhydride. LC-MS: R» = 0.86 ES+: 
706.44 

Example 192 



30 l:l-Mixture of (racM***)-5-<( J **> 5S*)-6-{cyclopropyl-[2-<4-methoxy- 
phenoxy)ethyl]carbamoyl>-7-{4-[3-(23,6-trifluorophenoxy)propyl]phenyl}- 
34>-diazabicyclo[33.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid formate 



WO 03/093267 



308 



PCT/EP03/03721 



salt and (rac.y(3S*y5-({lR*, 55*)-6-{cyclopropyl-[2-(4-methoxypheno X y)- 
ethyl]carbamoyl}-7-{4-[3-(23,6-trifluorophenoxy)propyl]phenyl}-3^-diaza- 
bicyclo[33.1]noii-6-eii-3-yl>3-hydroxy-5-oxopentanoic acid formate salt 

SynUiesized according to typical procedures K, E and L from bicyclononene AL8 
and 3^ter/-butyldimethylsUyloxy)glutaric anhydride. LC-MS: R, = 0.85 ES+: 
752.43 



10 



15 



Example 193 

l:l-Mixture of (racH^*)"5-((^*' 55*)-6-{cyclopropyl-[2-(3-methoxy- 
pheno X y)ethyl]carbamoyl}-7-{4-l3K2^trifluorophenoxy)propyl]phenyl}- 
3,9-diazabicyclo[33.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid formate 
salt and (racM*S*)-5-<(iK*, 55*H {cyclopropyl-[2-(3-methoxyphenoxy)- 
ethyl]carbamoyl}-7-{4-l3-(23.<»-*rifluorophenoxy)propyllphenyl}-3^- 
diazabicyclo[33.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid formate salt 



Synthesized according to typical procedures K, E and L from bicyclononene AL9 
and 3-(rer/-butyldimethylsUyloxy)glutaric anhydride. LC-MS: R, = 0.85 ES+: 

20 752.44 



Example 194 



l:l-Mixture of (rac.y(3R*)*-{{lR*, 55*)-6-[cyclopropyl-(2-m-tolyloxyethyl)- 
25 carbamoyl]-7-{4-I3K23,^trifluorophenoxy)propyl]phenyl}-3^-diazabicyclo- 
[33.1]non-6-en-3-yI)-3-hydroxy-5-oxopentanoic acid formate salt and {racy 
(3S*yS-((lR *, 55*)-6-[cyclopropyl-(2-m-tolyloxyethyl)carbamoyll-7-{4-[3- 
(2J,6-trifluorophenoxy)propyllphenyl}-3,9-diazabicyclo-[33.1]non-6-en-3- 

yl)-3-hydroxy-5-oxopentanoic acid formate salt 

30 
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Synthesized according to typical procedures K, E and L from bicyclononene 
ALIO and 3-(/er/-butyld^^ anhydride- LC-MS: R* = 0.87 

ES+: 736.45. 

S Example 195 

l:l-Mixture of (rac^^p*, 55*>6-{cycIopropyl-[2-(3,4-diiiiethyl- 
phenoxy)ethyl]carbamoyl}-7-{4-l3^,6-trifluorophenoxy)propyl]phenyI}- 
3,9-diazabicyclo[33.1]non-6-en-3-yl)-3-hydro X y-5-oxopentanoic acid formate 
10 salt and {racH3S*yS-«lR*, 55*)-6-{cycIopropyl-[2-(3,4-dimethylphenoxy)- 
ethyl]carbamoyl>-7-{4-[3-(23,6-trmuorophenoxy)propyl]-phenyl}-3^diaza- 
bicyclo[33.1]non-6-en-3-yl)-3-hydroxy-S-oxopei»tanoic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene 
15 ALII and 3-(tert-butyldimethylsiiyloxy)glutaric anhydride. LC-MS: R« = 0.89 
ES+: 750.47 

Example 196 



20 



l:l-Mixture of {racH3X*)-5<V R *> 55*H6-(cyclopropylphenethyl- 
carbamoyl)-7-{4-[3K2^trilliiorophenoxy)propyl]phenyl}-3^-diaw»bicyclo- 

[33.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid formate salt and {racy 

(3S*yS-({lR*> 55*)-5-(6-(cyclopropylphenethylcarbamoyl)-7-{ 4 -I 3 -( 2 » 3 ' 6 - 
trilmorophenoxy)propyl]phenyl}-3^iazabicyclo-I33.1]non^n-3.yI)-3. 

25 bydroxy-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene 
AL12 and 3-(/^butyldimethylsilyloxy)glutaric anhydride. LC-MS: R» = 0.85 

ES+: 706.43 



30 



Example 197 
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l:l-Mixture of {racH3X*)*<V**> 55*)-6-{[2-(2-chloropbe n yDethyl]- 
cyclopropylcarbamoyl}-7-{4-[M23,6-trifluorophenoxy)propyl]phenyl}-3,9- 
dia2abicyclo[33.1]non-6-eii.3-yI)-3-hydro X y-5-oxopentanoic acid formate salt 
and (racH3S*)-S-((lR*, 55*)-6-{[2-(2-cblorophenyl)ethyl]cyclopropyl- 
5 carbamoyl}-7-{4-t3^2^,6-trifluorophenoxy)propynphenyl}-3^iazabicyclo- 
[33.1Jnon-6-en-3-yI)-3-hydroxy-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene 
AL13 and 3^/e^butyldimethylsayloxy)glutaric anhydride. LC-MS: R» = 0.87 
10 ES+: 740.40 



15 



20 



Example 198 

l:l-Mixture of {rac.y-{3R*yS-{{lR*, 55*)-6-{cydopropyl-[2-{2^-difluoro- 
P henyI)ethyl]carbamoyl}-7-{4-l3K23,6-trifluorophenoxy)propyl}phenyl}-3^- 
diazabicyclo[33.1]non-6-en-3-yI)-3-hydroxy-5-oxopentanoic acid formate salt 
and (racy(3S*y5-({lR*, 5S*H»-{cyclopropyl-[2-(2^-diflnorophenyl)ethyl]- 
carbamoyl}-7-{4-[3K2^,6-trifluorophenoxy)propyllphenyl}-3^-diazabicyclo- 

[33.1]non-6-en-3-yl)-3-bydroxy-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene 
AL14 and 3</erf-butyldimethylsilyloxy)glutaric anhydride. LC-MS: R« = 0.86 
ES+: 742.42 



25 Example 199 

l:l-Mixture of (r^W**. 55*)-6-{cyclopropyl-[2-(4-fluorophenyl>- 
ethyl]carbamoyl}-7-{4-[3-(2^,6-trifluorophenoxy)propyl]phenyl}-3,9-diaza- 
bicyclo[3.3.1)non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid formate salt and 
30 {racy{3S*y-5-{{lR\ 55*H5-{cyclopropyl-l2-(4-fluorophenyl)ethyl]- 
carbamoyl}-7-{4-[3-(2^,6-trifluorophenoxy)propyllphenyl}-3,9-diazabicyclo^ 
{33.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid formate salt 
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15 



Synthesized according to typical procedures K, E and L from bicyclononene 
AL15 and 3Ktert-butyldimethylsilyloxy)glutaric anhydride. LC-MS: R, = 0.86 
ES+: 724.43. 

Example 200 

l:l-Mixture of (racH3R*>*<VZ*> 55*)-6-[cyclopropyl-(2-«-tolylethyl)- 
carbamoyll-7-{4-I3-(2^,6-ti^uorophenoxy)propyl]phenyl}-3^-diazabicyclo- 
[33.1]non^-en-3-yl)-3-hydroxy-5-oxopentanoic acid formate salt and (racy 

trmuorophenoxy)propyl]phenyl)-3,9-dta^ 
hydroxy-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene 
AL16 and 3<re^butyldimethylsUyloxy)glutaric anhydride. LC-MS: Rt = 0.87 
ES+: 720.45 

Example 201 

l:l-Mixture of (r«*M3**>-5-((I**, 55T*)-6-[cyclopropyH3,5-dimethoxy- 
beiizyl)carbamoyll-7-{4-[3K2^^ 

bicyclo[33.1)non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid formate salt and 
(raaM3S*)-5K(J!l^ 

25 {4-[M23,6-trifluorophenoxy)propyl]phenyl}-3,9-diaKibicyclo[33.1]non-6-en- 
3_ y l)-3-hydroxy-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene 
AL17 and 3-(/er/-butyldimethylsayloxy)glutaric anhydride. LC-MS: R« = 0.85 
30 ES+: 752.42 



20 



Example 202 
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l:l-Mixture of {racH3R*>S<VX*> SS^iefO^VS^Q^^UQi^ 
carbamoyl]-7-{4-PK2A6-trifluo^^ 

[3J.llnon-6-en-3-yI)-3-hydroxy-5-oxopentanoic acid formate salt and (racy 
5 (3R*yS-((lR*, 55*^lcyclopropyl-(2-i»-tolylethyI)carbamoyll-7-{4-[3-(23,6- 
trffl0orophenoxy)propyIlphenyl}-3^-diazabicycIo-[33.11noa-6-eii-3-yI)-3- 
hydroxy-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene 
10 AL18 and 3-(ter/-butyldime1hylsUyloxy)glutaric anhydride. LC-MS: R» = 0.87 
ES+: 720.43 

Example 203 

diazabicyclo[33.11non-6-ene-6-carboxyUc acid benzylcyclopropylamide 
formate salt 

Synthesized according to typical procedures A and B from bicyclononene AL3 
20 and acetyl chloride. LC-MS: R, - 0.88 ES+: 604.53 

Example 204 

(rac.y(lR*, 55*)-3-Acetyl-7-{4-l3-(2A6-trifluorophenoxy)propyl]phenyl}-3^- 
25 diazabicyclo[33.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)ethylamide 
formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL4 
and acetyl chloride. LC-MS: R, = 0.90 ES+: 626.48 

30 

Example 205 
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(racWR*> 5£*)-3-AcetyI-7-{4-^ 

diazabicyclop^llnon^en^carboxylic acid cyclopropyl(2-fluorobenzyl)- 
amide formate salt 

5 Synthesized according to typical procedures A and E from bicyclononene AL5 
and acetyl chloride. LC-MS: R, = 0.89 ES+: 622.53 



Example 206 

10 (raayilR*, 55^3-Acetyl-7-{4-[3^23,6-trifluorophenoxy)propyIlphenyl}-3^- 
diazabicyclopj.llnon-^ne^-carboxyUc acid cyclopropyH2-methylbenzyl)- 
amide formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL7 
15 and acetyl chloride. LC-MS: R* = 0.90 ES+: 618.54 



Example 207 

(raa>(iit^5^*>-3-Acetyl-7-{4-[3K2^,6-trifluorophenoxy)propyl]phenyl}-3^- 
20 diazabicyclo[33.1]non-6-ene-6-carbo X ylic acid cyclopropyl[2-(4-methoxy- 
• phenoxy)ethyllamide formate salt 

Synthesized according to typical procedures A and E from bicyclononene ALS 
and acetyl chloride. LC-MS: R, = 0.89 ES+: 664.54 

25 

Example 208 



(rac.)-(IJ«%55*>3-Acetyl-7-{4-[3-(23,6-trifluoropbenoxy)propyl}pbenyl>-3^ 
diazabicyclo[3J.l]non-6-ene-6-carboxyUc acid cyclopropyl[2-(3-methoxy 
30 phenoxy)ethyllamide formate salt 
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Synthesized according to typical procedures A and E from bicyclononene 
and acetyl chloride. LC-MS: Rt = 0.89 ES+: 66433 



Example 209 

(rac.)Kli?^55*)-3-Acet y l-7-{4-p-(23,6-trifluorophenoxy)propyl]phenyl}-3^- 
diazabicyclol33.11non-6-ene-6-carboxylic acid cyclopropyll2-(3-metIiyl- 
phenoxy)ethyl]amide formate salt 

Synthesized according to typical procedures A and E from bicyclononene ALIO 
and acetyl chloride. LC-MS: R, = 0.91 ES+: 648.53 



Example 210 

15 (racHUl* 55*)-3-Acetyl-7-{4-[3K23,6-trilluorophenoxy)propyl]phenyl}-3^- 
diazabicyclo[3.3.11non-6-ene-6-carboxyUc acid cyclopropylphenethylamlde 
formate salt 



Synthesized according to typical procedures A and E from bicyclononene AL12 
20 and acetyl chloride. LC-MS: R« = 0.89 ES+: 61 8.54 

Example 211 

(rac.y(lR*, 5^*)-3-Acetyl-7-{4-[3-<2^,6-trifluorophenoxy)propyl]phenyl}-3^- 
25 diazabicycIo[33.1]non-6-ene-6-carboxylic acid cyclopropyl(3,5-dimethoxy- 
benzyl)amide formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL17 
and acetyl chloride. LC-MS: Rt = 0.88 ES+: 664.55 

30 

Example 212 
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(raaMi*%^>3-Acetyl-7-{4-[3-(23,6-t^^ 

diazabicyclo[3.3.1]non-€-ene-6^arbo X yHc acid cyclopropyl(2-p- 

tolylethyI)amide formate salt 

5 Synthesized according to typical procedures A and E from bicyclononene AL18 
and acetyl chloride. LC-MS: R, = 0.91 ES+: 632.54 

Example 213 

10 (rac.)-S-((lR*, 55*)-^enzylcyclopropylcarbamoyI)-7-{4-l3-(23,6-4rifl«or<>- 
phenoxy)propyl]phenyl}-3^diazabicyclo[33.11non-6-en-3-yI)-5-oxopenta- 

noic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL3 
15 and glutaric anhydride. LC-MS: Rt = 0.86 ES+: 676.54 

Example 214 

irac)-S-({lR*, 55*)-6-[(2-Chlorobenzyl)ethylcarbamoyl]-7-{4-[3-(23,6- 
20 trifluorophenoxy)propyllphenyl}-3^diaz a bicyclp[3J.l]non-6-en-3-yl)-5- 

oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene ALA 
and glutaric anhydride. LC-MS: R, = 0.88 ES+: 698.46 



25 



Example 215 



(rac)-S-{(lR*, 55*>6-lCyclopropyl-{2-fluorobeiizyI)carbamoyl]-7-{4-[3- 
(2A6^4rffluorophenoxy)propyl]phen^ 
30 5-oxopentanoic acid formate salt 
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Synthesized according to typical procedures K and E from bicyclononene AL5 
and glutaric anhydride. LC-MS: Rt = 0.86 ES+: 694.51 

Example 216 

5 

(racyS-dlR*, 55*)-6-[Cyclopropyl(3-trifluoromethylben2yl)carbamoyl)-7-{4- 

[3^23,6-trifraorophenoxy)propyl]phenyl}^ 

yI)-5-oxopentanoic acid formate salt 

10 Synthesized according to typical procedures K and E from bicyclononene AL6 
and glutaric anhydride. LC-MS: R» - 0.89 ES+: 744.51 



Example 217 

15 {rac.yS-i{lR*, 55*)-6-[CyclopropyI(2-methylbenzyI)carbamoyI]-7-{4-[3- 
(23,6-trifluoropbenoxy)propyl]phenyl}-34»-diazabicyclo[33.1)non-6-en-3-yl)- 

5-oxo-pentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL7 
20 and glutaric anhydride. LC-MS: Rt = 0.88 ES+: 690.54 



Example 218 

(rac.y-5-{{lR*, 55*)-6-{CyclopropyII2-(4-methoxyphenoxy)ethyIlcarbamoyl}- 
25 7.{4-[3K23,6-trifluorophenoxy)propyllphenyl}-3^-diazabicyclo[3.3.1]non-6- 
en-3-yl)-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL8 
and glutaric anhydride. LC-MS: Rt = 0.87 ES+: 736.54 

30 

Example 219 
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(rac)-S-(.(lR*, 55*)-6-{Cydopropyl[2-(3-methoxyphenoxy)ethyI]carbamoyl}- 
7-{4-[3-(23,6-trifluorophenoxy)propyl]phenyl}-3^-diazabicyclo[3.3.1]noii-6- 

en-3-yl)-5-oxopentanoic acid formate salt 

5 Synthesized according to typical procedures K and E from bicyclononene AL9 
and ghitaric anhydride. LC-MS: Rt = 0.87 ES+: 736.55 

Example 220 

10 (roc.yS-{(lR*, 55*)-6-{Cyclopropyl[2-(3-methylphenoxy)ethyl)carbamoyl}-7- 
{4-[3-(2^,6-trffluorophenoxy)propyl]phenyl}-3^-diazabicyclo[33.11non-6-en- 

3-yl)-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K. and E from bicyclononene ALIO 
15 and ghitaric anhydride. LC-MS: R« = 0.89 ES+: 720.53 

Example 221 

(rac)-5-((ltf*, 55*)-6-{CyclopropyH2-(3,4-dimethylphenoxy)ethyl]- 
20 carbamoyl}-7-{4-[3K2^,6-trifluorophenoxy)propyllphenyl>-3^-diazabicyclo- 
[33.1]non-6-en-3-yl)-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene ALII 
and glutaric anhydride. LC-MS: R« = 0.90 ES+: 734.57 

25 

Example 222 

(rac.yS-(!LlR*, 55*)-6-(Cyclopropylpbenethylcarbamoyl)-7-{4-[3-(23,6- 
trifluorophenoxy)propyl]phenyl}-3,9-diazabicyclo[3J.llnon-6-en-3-yl)-5- 

30 oxopentanoic acid formate salt 
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Synthesized according to typical procedures K and E from bicyclononene AL12 
and glutaric anhydride. LC-MS: Rt = 0.87 ES+: 690.52 

Example 223 

5 

(rac)-5-((lR*, 5iS*)-MI2K2^1orophenyI)ethyl]^ 
[3<23,6-trifluorophenoxy)propyI]phe 
yl)-5-oxopentanoic acid formate salt 

10 Synthesized according to typical procedures K and E from bicyclononene AL13 
and glutaric anhydride. LC-MS: Rt = 0.89 ES+: 724.49 

Example 224 

15 (rac.yS-{(lR*, 5^*)-6-{Cyclopropyl-[2K23-difluorophenyl)ethyI]carbamoyl}- 
7-{4-[3-(23,6-trifluorophenoxy) 
en-3-yl)-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL14 
20 and glutaric anhydride. LC-MS: R* = 0.88ES+: 726.51 

Example 225 

(raa)-5-((itf*, 5*S*)-6-{Cyclopropyl[2-(4-fluorophenyI)etliyllcarbamoyl}-7-{4- 
25 [3-(23,6-trffluorophenoxy)propyfl^^ 
yl)-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL15 
and glutaric anhydride. LC-MS: Rt = 0.87 ES+: 708.50 

30 

Example 226 
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(rac)-5-((lR*, 5S*)-6-{C*clopropyll2-(2-m^ 
{4-[3^23,6-trifluorophenoxy)pro^ 
3-yl)-5-oxopentanoic acid formate salt 

5 Synthesized according to typical procedures K and E from bicyclononene AL16 
and glutaric anhydride. LC-MS: R* = 0.88 ES+: 704.54 

Example 227 

10 (rac}-S-{(lR*, 5iS*)^-lCycIopropyi(3,5-dm 
(23,6-trifluorophenoxy)propyl]phenyl^ 
5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL17 
15 and glutaric anhydride. LC-MS: R* = 0.86 ES+: 736.55 

Example 228 

(rac)-5-((lR*, 55*)^[C^clopropyI(2-p-tolylethyl)carbamoyll-7-{4-[3K23^ 
20 trffluorophenoxy)propyllphenyl}-3,9^iazabfc^ 
pentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL18 
and glutaric anhydride. LC-MS: Rt = 0.88 ES+: 704.54 

25 

Example 229 

(rac)-5-({lR*, 5S>6-(Benzylcyclopropylcarbamoyl)-7-{4-[3-(2^,6-trifluoro- 
phenoxy)propylJphenyl}-3^-diazabicyclo[3.3.1]non-6-en-3-yl)-5-oxopen- 
30 tanoic acid methyl ester formate salt 
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Synthesized according to typical procedures A and E from bicyclononene AL3 
and glutaric acid monomethylester chloride. LC-MS: R< = 0.91 ES+: 690.55 

Example 230 

5 

(rac.yS-((lR*, 5S*)-6-K2-CUorobeiizyl)e^ 
trifluorophenoxy)propyl]phenyl}-3^^ 
oxopentanoic acid methyl ester formate salt 

10 Synthesized according to typical procedures A and E from bicyclononene AL4 
and glutaric acid monomethylester chloride. LC-MS: Rt = 0.92 ES+: 712.49 

Example 231 

15 (rac.y5-((lR*, 5iS*)-6-[Cyclopropyl-(2-fluorobenzyl)carbamoyl]-7-{4-[3- 
(23,6-trmuorophenoxy)propyl]phenyl}-3,9-diazabicyclo[33.11non-^-en-3-yl)- 
5-oxopentanoic acid methyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL5 
20 and glutaric acid monomethylester chloride. LC-MS: Rt = 0.91 ES+: 708.51 

Example 232 

(rac.y5-{{lR*, 55*)^[C^c!opropyip-trifluoromethylbeiizyl)carbamoyI]-7-{4- 
25 [3-(23,6-trifluorophenoxy)pro^ 

yl)-5-oxopentanoic acid methyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL6 
and glutaric acid monomethylester chloride. LC-MS: Rt = 0.94 ES+: 758.51 

30 

Example 233 
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(racyS-dlR* 55*)4>-[CyclopropyI(2-methyIbenzyI)carbamoyl]-7-{4-[3- 

(23,6-tiifluorophenoxy)pro^ 

5-oxopentanoic acid methyl ester formate salt 

5 Synthesized according to typical procedures A and E from bicyclononene AL7 
and glutaric acid monomethylester chloride. LC-MS: R* = 0.92 ES+: 704.54 

Example 234 

10 (rac)-5-((lR*, 5 4 S*)-6-{Cyclopropyl[2-(4-methoxyphenoxy)ethyl]carbamoyl}- 
7-{4-[3^2;3,6-tiifluorophenoxy)propyl]phen^ 
en-3-yl)-5-oxopentanoic acid methyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL8 
15 and glutaric acid monomethylester chloride. LC-MS: Rt = 0.92 ES+: 750.54 

Example 235 

(rac.y5-((lR*, 55*)-6-{Cyclopropyl[2-(3-methoxyphenoxy)ethyllcarbamoyl}- 
20 7-{4-[3^2^,6-trifluorophenoxy)propyl]phenyl}-3,9-diazabicycloI33,l]non-^ 
en-3-yI)-5-oxopentanoic acid methyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL9 
and glutaric acid monomethylester chloride. LC-MS: Rt - 0.92 ES+: 750.56 

25 

Example 236 

(rac.yS-{(lR*, 5S*>6-{C^clopropyll2-(3-metbylpheiioxy)etbyl]carbamoyl}-7- 
{4-[3-(23,6-triflaorophenoxy)propyl]phenyl}-3,9-diazabicyclo[33.1]non-^en- 
30 3-yI)-5-oxopentanoic acid methyl ester formate salt 
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Synthesized according to typical procedures A and E from bicyclononene ALIO 
and glutaric acid monomethylester chloride. LC-MS: R< = 0.93 ES+: 734.58 

Example 237 

5 

(rac>5-((J** 5S*)-6-{Cyclopropyl[2-(3,4-dta^^ 
carbamoyl}-7-{4-[3-(2£,6-trifluo^ 

[33.1Jnon-6-en-3-yI)-5-oxopentanoic acid methyl ester formate salt 

10 Synthesized according to typical procedures A and E from bicyclononene ALII 
and glutaric acid monomethylester chloride. LC-MS: R< = 0.95 ES+: 748.57 

Example 238 

15 {rac.y5-((lR*, 55 , >6KC^clopnipylphenethylcarbamoylH-{^IM2»3,^ 
trifluorophenoxy)propyl]phenyl}-3^iara^ 
oxopentanoic acid methyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL12 
20 and glutaric acid monomethylester chloride. LC-MS: R* « 0.91 ES+: 704.55 

Example 239 

(rac}-5-((lR*, 5«S*)-6-{[2-(2-Chlorophenyl)ethyllcyclopropylcarbamoyl}-7-{4- 
25 [3K2,3,6-triftaoropheaoxy)pro^ 

yI)-5-oxopentanoic acid methyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL13 
and glutaric acid monomethylester chloride. LC-MS: R* = 0.93 ES+: 738.53 

30 

Example 240 
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(rac}-5-{(lR*, 5£*)^-{Cyc!opropyl[2K2^ffluo^ 
7-{4-{3-(23,6-trifluoropheno^ 
en-3-yQ-5-oxopentanoic acid methyl ester formate salt 

5 Synthesized according to typical procedures A and E from bicyclononene AL14 
and glutaric acid monomethylester chloride. LC-MS: R* = 0.92 ES+: 740.54 

Example 241 

10 (rac.)-5-((lR *, 55*)-6-{Cyc!opropyI[2-(4-fluorophenyl)ethyl]carbamoyl}-7-{4- 
[3-(23,6-trffiuorophenoxy)propyl}phenyI}-3,9-d^ 
yI)-5-oxopentanoic acid methyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL15 
15 and glutaric acid monomethylester chloride. LC-MS: Rt = 0.92 ES+: 722.54 

Example 242 

{rac)-5-((lR*, 5iS*)-6-{CyclopropylI2-(2-methylphenyI)ethyllcarbamoyl}-7- 
20 {4-[3-(23,6-trifluorophenoxy)pro^ 

3-yl)-5-oxopentanoic acid methyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL16 
and glutaric acid monomethylester chloride. LC-MS: R* = 0.93 ES+: 718.56 

25 

Example 243 

(ra)-5-{(iJl*, 5£*>6-lC^clopropyl-(3^imetho 
[3K23,6-trifluorophenoxy)propy^ 
30 yl)-5-oxopentanoic acid methyl ester formate salt 
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Synthesized according to typical procedures A and E from bicyclononene AL17 
and glutaric acid monomethylester chloride. LC-MS: Rt = 0.91 ES+: 750.55 

Example 244 

5 

(rac)-S-({lR*, 5S*)-6-{Cyclopropyl[2-(4-methylphenyl)ethyl]carbamoyI}-7- 
{4-I3-(2^,6-triauorophenoxy)propyllphenyl}-3^-diazabicyclo[33.1]non-6-en- 

3- y l)-5-oxopentanoic acid methyl ester formate salt 

10 Synthesized according to typical procedures A and E from bicyclononene AL18 
and glutaric acid monomethylester chloride. LC-MS: R, = 0.93 ES+: 718.56 

Example 245 

15 ira*yS-((lR*, 55^6-(BeiizylcyclopropylcarbamoyI)-7-{4^[3-(23,6-trifluoro- 
phenoxy)propyl]phenyl}-3^-diazabicyclo[33.11non-6-en-3-yl)-2>dimethyl- 

5-oxopentanoic acid methyl ester formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL3 
20 and 2^-dimethylglutaric anhydride. LC-MS: R, = 0.90 ES+: 704.53 

Example 246 

{rac.)-S-((lR*, 5S*)-6-l(2-Chlorobenzyl)ethylcarbamoyl]-7-{4-[3-(23,6- 
25 trifluorophenoxy)propyl)phenyl}-3^-diazabicyclo[33.11non-6-en-3-yI)-2> 
dimethyl-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL4 
and 2,2-dimethylglutaric anhydride. LC-MS: R, = 0.91 ES+: 726.53 

30 

Example 247 
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(rac.yS-(ilR*, 55*)-6-[Cyclopropyl-<2-flaoroben2yI)carbamoyll-7-{4-[3- 
(23,6-trifluoropheno^)propyl]phenyl}-3^-diazabicyclo[33.1]non-6-eii-3-yl)- 
2,2-dimethyI-5-oxo-pentanoic formate salt 

5 Synthesized according to typical procedures K and E from bicyclononene AL5 
and 2,2-dimethylglutaric anhydride. LC-MS: R*= 0.90 ES+: 722.54 

Example 248 

10 {rac.y5-i(lR*, 55*)-6-[Cyclopropyl-(3-trifluoromethylbenzyI)carbamoyI]-7- 
{4-[3-(2^,6-trifluorophenoxy)propylJpbenyl}-34>-^azabicycloI33.1]non-6-en- 
3-yI)-2^-dimethyl-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL6 
15 and 2^-dimethylglutaric anhydride. LC-MS: R» = 0.93 ES+: 772.51 

Example 249 

(raa)-S-((JR* t 55*)-6-[Cyclopropyl-(2-methylbenzyl)carbamoyl]-7-{4-l3- 
20 (2^,6-trifluorophenoxy)propylIphenyl}-3^-diazabicycloI33.1]non-6-en-3-yl>- 
2,2-dimethyl-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL7 
and 2^-dimethylglutaric anhydride. LC-MS: R« = 0.91 ES+: 718.57 

25 

Example 250 

(rac.yS-({lR*, 55*>6-{CyclopropyH2-(4-methoxyphenoxy)ethyl]carbamoyl}- 
7-{4-[3-(23,6-trifluorophenoxy)propyllphenyl}-3^-diazabicyclo[33.1]non-6- 
30 en-3-yl)-2^-dimethyl-5-oxopentanoic acid formate salt 
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Synthesized according to typical procedures K and E from bicyclononene AL8 
and 2,2-dimethylglutaric anhydride. LC-MS: R, - 0.90 ES+: 764.55 

Example 251 

5 

(rac)-5-{(lR*, 55*)-6-{Cyclopropyl-l2-(3-methoxyphenoxy)ethyl]carbamoyl}- 

74H3^&3^trifta©r©-phen^ 

en-3-y^-2^-dimethyl-S-oxopentanoic acid formate salt 

10 Synthesized according to typical procedures K and E from bicyclononene AL9 
and 2^-dimethylglutaric anhydride. LC-MS: R* - 0.90 ES+: 764.54 

Example 252 

15 (racy5-((lR *, 55*>6-{Cyclopropyl-l2-(3-methylphenoxy)ethyllcarbamoyl}-7- 
{4-[3K2A6-trifluorophenoxy)propyl]ph^ 
3-yI)-2^-dimethyl-5-oxopentaiioic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene ALIO 
20 and 2,2-dimethylglutaric anhydride. LC-MS: R* = 0.92 ES+: 748.58 

Example 253 

(racy-5-({lR*, 55r^-6-{Cyclopropyl-[2-(3,4-dimethylphenoxy)ethyIl- 

25 carbamoyl}-7-{4-PK23,6-trifluo^^ 

[33.1]non-6-en-3-yI)-2^-dimethyl-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene ALII 
and 2^-dimethylglutaric anhydride. LC-MS: R« - 0.93 ES+: 762.58 

Example 254 



30 
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(rac.y-5-{(lR *, 55*>6-(CycIopropylphenethylcarbamoyI)-7-{4-l3-(23,6- 
trifluorophenoxy)propyl]phenyl}-3^-diazabicycIo[33.1]non-6-en-3-yl)-2^- 

dimethyl-5-oxo-pentanoic acid formate salt 

5 Synthesized according to typical procedures K and E from bicyclononene AL12 
and 2^-dimethylglutaric anhydride. LC-MS: R, = 0.90 ES+: 718.56 

Example 255 

10 (rac.y5-({lR*, 5,S*)-6-{[2-(2-Chloroplienyl)ethyl]cyclopropylcarbamoyl}-7-{4- 
[3K23,6^trifluorophenoxy)propyl]phenyl}-3^-diazabicyclo[33.1]non-6-en-3- 
yl)-2,2-dimethyl-5-oxopentan©ic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL13 
15 and 2^-dimethylglutaric anhydride. LC-MS: R, = 0.92 ES+: 752.50 

Example 256 

(rac)-5-{(lR*, 5S*y6-{[2-{2^muorophenyT)ethyl]cyc\opropylcarbsiinoyl}- 
20 7-{4-[3^23,6-trifluorophenoxy)propyl]phenyI}-3^-diazabicyclo[33.1]non-6- 
en-3-yl)-2,2-dimethyl-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL14 
and 2^-dimethylglutaric anhydride. LC-MS: R, = 0.91 ES+: 754.53 

25 

Example 257 

(rac)-5-(ilR*, 55*>6-{[2-(4-Fluorophenyl)ethyl]cyclopropylcarbamoyl}-7-{4- 
[3K23,6-trmuorophenoxy)propyllphenyl}-3^-diazabicyclol33.11non-6-en-3- 
30 y I)-2^-dimethyl-5-oxopentanoic acid formate salt 
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Synthesized according to typical procedures K and E from bicyclononene AL15 
and 2,2-dimethylglutaric anhydride. LC-MS: Rt = 0.91 ES+: 736.56 

Example 258 

5 

(rac.)-S-((lR* 5.S*)-6-{[2-(2-MethylphenyI^ 
[3-(23,6-trifluorophenoxy)propyl]phenyl}^ 
yl)-2^dimethyl-5-oxopentanoic acid formate salt 

10 Synthesized according to typical procedures K and E from bicyclononene AL16 
and 2,2-dimethylglutaric anhydride. LC-MS: R< = 0.92 ES+: 732.59 

Example 259 

15 (rac.yS-((lR*, J.S'^-ICyclopropyHS.S-dta 
[3-(2;3,6-trffluorophenoxy)prop^ 
yI)-2,2-dimethyl-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL17 
20 and 2£-dimethylglutaric anhydride. LC-MS: Rt = 0.90 ES+: 764.54 

Example 260 

(rac.yS-((lR* 55*H-{[2.(4-Methylphenyl)ethyl]cyclopropylcarbamoyl}-7-{4- 
25 [3-(23,6-trifluorophenoxy)pro^ 

yl)-2^-dimethyl--5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL18 
and 2^-dimethylglutaric anhydride. LC-MS: Rt = 0.92 ES+: 732.58 

30 

Example 261 
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l:l-Mixture of {rac}-(2R* 9 3S*)-H(1R*, 55*)-6-[(2.chlorobeii2yI)ethyl. 
carbamoyl]-7-{4-[3-(23,6-trifluorophenoxy)propyllphenyl}-3,9-diazabicy 
[33.11non^n-3-y0-2^dmydroxy-4-oxobutyric acid formate salt and (racy 
(2S*, 3R*)-4-((lR*, 55*)^[(2-chlorobenzyI)ethyIcarbamoyI]-7-{4-[3-(23>6- 
5 trifluorophenoxy)propyl]pheny^ 

dihydroxy-4-oxobutyric acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL4 
and mejo-23-dihydroxysuccinic anhydride. LC-MS: Rt = 0.85 ES+: 716.45 

10 

Example 262 

l:l-IVIixture of {rac.y(2R*, 3S*)-4-((lR*, 5S*)^[cyclopropyI-(2-fhioro- 
benzyI)carbamoyll-7-{4-[3~(23,6-trifluorophenoxy)propyIlphenyl}-3,9-di 
15 bicyclo[33.1]non^-en-3-yI)-23Hlihydro3^-4-oxobutyric acid formate salt and 
(rac}-(2S*, 5J?*)-4-((IJ?*, 5.S*)-6-[cyclopropyl-(2-fluorobeii^ 
{4-l3^23,6-trifhiorophenoxy)propyllphenyl}-3,9-diazabicycl^ 
en-3-yl)-23-dihydroxy-4-oxobutyric acid formate salt 

20 Synthesized according to typical procedures K and E from bicyclononene AL5 
and me50-2,3-dihydroxysuccinic anhydride. LC-MS: Rt = 0.83 ES+: 712.44 

Example 263 

25 l:l-Mixture of (rac)-{2R*, J£*)-4-((itf* £S*)-6-[CyclopropyI-(3- 
trifluoromethylbenzyI)carbamoyl]-7^^ 
phenyl}-3^-diazabicyclo-[33,l]non-6-en-3-y^ 

acid formate salt and {rac.y{2S* 9 JJ?*>4-((JJ?*, 5iS*)-6-[cyclopropyH3- 
trifluoromethylbenayl^^ 
30 phenyl}-3^-diazabicyclo-[33.11non^ 
acid fromate salt 
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Synthesized according to typical procedures K and E from bicyclononene AL6 
and mes0-2,3-dihydroxysuccinic anhydride. LC-MS: Rt = 0.87 ES+: 762.42 

Example 264 

5 

l:l-MJxture of {rac.y{2R*, 3S*)-4-(VR*, 5S*)-6-[cyclopropyl-(2-methyl- 
beiizyI)carbamoyl]-7-{4-[3-(2A6-tr^^ 

bicyclol33.1Jnon^en-3-yl)-23^ihydro^-^xobatyric acid formate salt and 
{racH2S*, 3R*y-4-((lR* f 55*>6-[cyclopropyH2-methylbenzyI)carbainoyI]-7- 
10 {4-[3-(23,6-trifl«orophenoxy)propylJphenyl}-3^-diazabicyclo-[33.1]non-6- 
en-3-yI)-2^ihydroxy-4-oxobutyric acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL7 
and me50-2,3-dihydroxysuccinic anhydride. LC-MS: R» = 0.85 ES+: 708.46 



15 



25 



30 



Example 265 



l:l-Mixture of (rac.y{2R*, 5S*)-4-((I** 5^*)-6-{cyclopropyl-[2-(2^-diflttoro- 
phenyl)ethyl]carbamoyl}-7-{4-I3-(2^,6-trifluorophenoxy)propyl]phenyl>-3^- 
20 diazabicyclo[33.11non-6-en-3-yl)-23-dihydroxy-4-oxobutyric acid formate 
salt and {rac.y(2S* 3R*)-±{{1R*, 5S*>6-{cyclopropyl-l2-(2^-difluorc- 
phenyl)ethyl]carbamoyl}-7-{4-[3-(2^,6-trifluorophenoxy)propyl]phenyl>-3^- 
diazabicyclo[33.11non-6-en-3-yl)-2^-dihydroxy-4-oxobutyric acid formate 

salt 



Synthesized according to typical procedures K and E from bicyclononene AL14 
and me50-2,3-dihydroxysuccinic anhydride. LC-MS: R, = 0.85 ES+: 744.46 

Example 266 

l:l-Mixture of {rac.y{2R*, 3S*)-4-((lR*, 55*)-6-{cyclopropyl-I2-(2-methyl- 
phenyl)ethyllcarbamoyl}-7-{4-l3-(2^,6-trifluorophenoxy)propyl]phenyl}-3^- 
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diazabicyclo[33J]non^en-3-yI)-2^-^ydroxy-4-oxobatyric acid formate 
salt and {rac.y{2S*, 3R*)-4-{{lR* 55*>6-{cyclopropyl-[2-(2-methyIphenyl>- 
ethyl]carbamoyI}-7-{4-[3K2A6-trifra^^ 

bicycIo[33.1Jnon-6-en-3-yI)-23-dihydroxy-4-oxobutyric acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL16 
and mcw-2,3-dihydroxysuccinic anhydride. LC-MS: R* = 0.86 ES+: 722.52 



10 



20 



Example 267 



l:l-Mixture of (raa)-(2R*, 3S*y4-((lR*, JS*>6-[cyclopropyK3>5-dimethoxy- 
beiizyDcarbamoyl]-7-{44M23>6-trffluoroph^ 

bicyclol33.1]non-6-en-3-yl)-23-dihydroxy-4-oxobutyric acid formate salt and 
(rac.H2S*, 3R*y4-«lR*, 55*)-6-lcyclopropyH3,5-dimethoxybenzyl)- 
15 carbamoyl]-7-{4-[3K23,6-trifluorophenoxy)propyl)phenyl}-34>-diazabicyclo- 
[33.11non-6-en-3-yl)-2^-dihydroxy-4-oxobutyric acid formate salt 

Synlhesized according to typical procedures K and E from bicyclononene AL17 
and mew-23-dihydroxysuccinic anhydride. LC-MS: R, = 0.84 ES+: 754.50 



Example 268 



l:l-Mixture of (rac.y<2R*, 3S*)-4-(flR*, 55*)-6-{cyclopropyl-l2-(4-methyl- 
phenyI)ethyl]carbamoyl}-7-{4-[3K2A6-trifluorophenoxy)propyl]phenyl}-3^- 
25 diazabicyclo[33.1]non-6-en-3-yl)-2^-dihydroxy-4-oxobutyric acid formate 
salt and (rac.y(2S* t 3R*)-4-((lR*, 5,S*)-6-{cyclopropyl-[2-(4-methylphenyI)- 
ethyl]carbamoyl}-7-{4-[H2A6-trifluorophenoxy)propyI]phenyl}-34>-diaza- 
bicyclol33.1]non-6-en-3-yl)-23-dihydroxy-4-oxobutyric acid formate salt 



30 



Synthesized according to typical procedures K and E from bicyclononene AL18 
and meso-23-dihydroxysuccinic anhydride. LC-MS: R< = 0.86 ES+: 722.49 
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Example 269 

l:l-Mixture of {rac.HM*)*^ 1 **' 55*)-6-[(2-chlorobenzyI)cyclopropyl- 
carbamoyn-7-{4-[3<233-trimethylpheno^^ 
5 [33.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid formate salt and (roc)- 
(3S*)~5-({1R*, 55 < )-6-l(2-chlorobeiizy0cyclopropylcarbamoyl]-7-{4-[3-(23^- 
trimethylphenoxy)ethyl]phenyl}-3^diazabicyclo-[33.1]non-6-en-3-yl)-3- 

hydroxy-5-oxopentanoic acid formate salt 

10 Synthesized according to typical procedures K, E and L from bicyclononene 
AL38 and 3</err-butyldimethylsUyloxy)gIutaric anhydride. LC-MS: R* = 0.88 
ES+: 700.52 



Example 270 

15 

l:l-Mixture of (racM** 55*)-6-[(2-chlorobenzyI)ethyl- 
carbamoyl]-7-{4-[3K23^trimethylphenoxy)ethyl]phenyl}-3^-diazabicyclo- 
[33.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid formate salt and (rac)- 
(3S*)-5-(.{lR*, 55r*)^-((2-chlorobenzyl)ethylcarbamoyll-7-{4-I3-(233-tri- 
20 methylphenoxy)ethyl]pbenyl}-3^-diazabicyclo[3.3.1]non-6-en-3-yI)-3- 
hydroxy-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene 
AL40 and 3</e^butyldimemylsayloxy)ghrtaric anhydride. LC-MS: Rt = 0.88 
25 ES+: 688.54 



Example 271 

(rac.y5-((lR *, 55*)-7-{4-[3-(2-Bromo-5-fluorophenoxy)propyl]phenyl}-6- 
30 {cyclopropyl-[2-(2-hydroxyethyI)benzyl]carbamoyl}-3^-diazabicyclo[3J.ll- 
non-6-en-3-yl)-5-oxo-pentanoic acid formate salt 
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Synthesized according to typical procedures K and E from bicyclononene AL37 
and glutaric anhydride. LC-MS: R» = 0.86 ES+: 762.42 

Example 272 

5 

{racyS-dlR*, 55*)-7-{4-[3-(2-Bromo-5-flnorophenoxy)propyllphenyl}-6- 
{cyclopropyl-[2-(2-hydroxyethyI)ben2yllcarbamoyl}-3^-diazabicyclo[33.1)- 
non-6-en-3-yI)-5-oxo-pentanoic acid methyl ester formate salt 

10 Synthesized according to typical procedures A and E from bicyclononene AL37 
and glutaric acid monomethyl ester chloride. LC-MS: R, = 0.88 ES+: 776.43 

Example 273 

15 (rac.y(JR*, 55T*>-7-{4-l3-(2-Bromo-5-fluorophenoxy)propylJphenyl}-3-(4- 
cari>amoylbutyryI).3>diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclo- 
propyl-l2-(2-hydroxyethyl)benzyl]amide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL37 
20 and 4-carbamoylbutyric acid. LC-MS: R« = 0.82 ES+: 761.45 

Example 274 

(r«c.>(JJ?%55>3-Acetyl-7-{4-[3-(2^,6-tri£luorophenoxy)propyl]phenyl}-3,9- 
25 diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cycIopropyH2-(2-hydroxy- 
ethyl)benzyl]amide formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL19 
and acetyl chloride. LC-MS: R< = 0.84 ES+: 648.50 



30 



Example 275 
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{racyS-iVR*, 55*)-6-{Cyclopropyl-[2-(2-hydroxyethyI)benzyl]carbamoyl}-7- 
{4-[3<2A6-trifl»oropheno^)propyIlphenyl}-3,9-diazabicyclo[33.1]non-6-en- 

3-yl)-5-oxo-pentanoic acid formate salt 

5 Synthesized according to typical procedures K and E from bicyclononene AL19 
and glutaric anhydride. LC-MS: R, = 0.85 ES+: 740.42 

Example 276 

10 (rac.)-S-(VR*, 55*)-6-{Cyclopropyl-[2-(2-hydroxyeth y l)beiizyl]carbamoyl}-7- 
{4-[3K2A<»-trifluorophenoxy)propyl]pbenyl}-3,9-diazabicyclo[33.1]non-6-eii- 
3-yl)-5-oxopentanoic acid methyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL19 
15 and glutaric acid monomethylester chloride. LC-MS: R, - 0.87 ES+: 734.52 

Example 277 

irac.yS-{(lR*, 55*)-6-{Cyclopropyl-[2-(2-hydroxyethyl)beiizyllcarbamoyl}-7- 
20 {4-[3-(23,6-trifluorophenoxy)propyI]phen^^^ 

3-yl)-2,2-dimetliyl-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL19 
and 2^-dimethylglutaric anhydride. LC-MS: R, = 0.86 ES+: 748.52 

25 

Example 278 

(racHIR*, 55*)-3-(4-Carbamoylbutyryi)-7-{4-[3-(23,6-trifluorophenoxy)- 
propylJphenyl}-3^-diazabicyclo[33.1]non-6-ene-6-carboxyUc acid cyclo- 
30 propyl-P-(2-hydr©xyethyl)beii2yl]amide formate salt 
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Synthesized according to typical procedures G and E from bicyclononene AL19 
and 4-carbamoylbutyric acid. LC-MS: Rt = 0.81; ES+: 719.52. 

Example 279 

5 

(roc>5-{(lif*, 55*)-7-{ 4 -P-(2-Bromo-5-fluoroplienoxy)propyl]plienyl}-6-[(2- 
cWorobenzyI)ethylcarbamoyl]-3^-diazabicyclo[33.11non-6-en-3-yl}-5-oxo- 

pentanoic acid formate salt 

10 Synthesized according to typical procedures K and E from bicyclononene AL22 
and glutaric anhydride. LC-MS: R« = 0.89; ES+: 740.38. 

Example 280 

15 (rac.yS-{(lR*, 55*)-7-{4-I3-(2-Bromo-5-fluorophenoxy)propyIlphenyl}-6- 
[cyclopropyl-(2-fluorobenzyl)carbamoylJ-3^-diazabicycloI33.1]non-6-en-3- 

yl}-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL23 
20 and glutaric anhydride. LC-MS: R« = 0.88; ES+: 736.41. 

Example 281 

(rac)-S-{(lR*, 55*)-7-{4-l3-(2-Bromo-5-lluorophenoxy)propyllphenyl}-«- 
25 (cyclopropyI-(3-trifluoromethylbenzyI)carbamoyll-3^-diazabicyclo[33.1J- 
non-6-en-3-yl}-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL24 
and glutaric anhydride. LC-MS: R, - 0.91; ES+: 736.38. 

30 

Example 282 
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(rac)-5-{(lR*, 5.S*)-7-{4-[3-(2-Bromo-5-fluorophenoxy)propyl]phenyl}-(H 
[cyclopropyH2-methylbeiizyI)carbamoyl]-3^HUazabicycIo[33.1]non-<Hen-3- 

yl}-5-oxopentanoic acid formate salt 

5 Synthesized according to typical procedures K and E from bicyclononene AL25 
and glutaric anhydride. LC-MS: R» = 0.89; ES+: 732.45. 

Example 283 

10 (rac}-5~{(lR*, 55^-7-{4-[3-(2-Bromo-5-fluorophenoxy)propyllpbenyl}-6- 
{cyclopropyl-[2-(4-methoxyphenoxy)ethyl]carbamoyl}-3^-diazabicyclo- 
[3.3.1]non-6-en-3-yl)-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL26 
15 and glutaric anhydride. LC-MS: R,= 0.89; ES+: 778.41. 

Example 284 

(rac)-S-{(lR*, 55*)-7-{4-[3-(2-Bromo-5-flaorophenoxy)propyl]phenyl}-6- 
20 {cyclopropyH2-(3-methylphenoxy)ethyl]carbamoyl}-3,9-diazabicyclol3J.l]- 
non-6-en-3-yI)-5-©xopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL27 
and glutaric anhydride. LC-MS: R, = 0.91 ; ES+: 762.42. 

25 

Example 285 

(rac.}-5-{(lR*, 55*)-7-{4-l3-(2-Bromo-5-fluorophenoxy)propyllphenyl}-6- 
{cyclopropyl-[2-(3,4-dimethylphenoxy)ethylJcarbamoyl}-3^-diazabicyclo- 
30 [33.1]non-6-en-3-yI)-5-oxopentanoic acid formate salt 
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Synthesized according to typical procedures K and E from bicyclononene AL28 
and glutaric anhydride. LC-MS: R» = 0.92; ES+: 776.45. 

Example 286 

5 

(rac}-S-[{lR *, AS*)-7-{4-[3-(2-Bromo-S-flnorophenoxy)propyl]phenyl}-6- 
(cyclopropylphenethylcarbamoyI)-3^-diazabicyclo[3J.l]non-6-en-3-yl]-5- 

oxopentanoic acid formate salt 

10 Synthesized according to typical procedures K and E from bicyclononene AL29 
and glutaric anhydride. LC-MS: R« = 0.89; ES+: 732.44. 

Example 287 

15 (rac.yS-((lR *, 55*)-7-{4-(3-(2-Bromo-5-fluorophenoxy)propyl]phenyl}-6-{[2- 
(2-chlorophenynethyl]cyclopropyIcarbamoyl}-3,9-diazabicyclo[33.11non-6- 
en-3-yI)-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL30 
20 and glutaric anhydride. LC-MS: Rt = 0.90; ES+: 766.35. 

Example 288 

(rac.yS-i(lR*, 55*)-7-{4-I3-(2-Bromo-5-fluoroplienoxy)propyl]phenyl}-6-{I2- 
25 (2^-difluorophenyl)ethyIlcyclopropylcarbamoyl}-3,9-diazabicyclol33.1]non- 
6-en-3-yl)-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL31 
and glutaric anhydride. LC-MS: R, = 0.90; ES+: 768.35. 

30 

Example 289 
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(rac.yS-({lR*, 55*>7-{4-[3K2-Bromo-5-fluorophen^ 
(4-fluorophenyl)ethyl]cyclopropylcaA^ 
en-3-yI)-5-oxopentanoic acid formate salt 

5 Synthesized according to typical procedures K and E from bicyclononene AL32 
and glutaric anhydride. LC-MS: R* = 0.89; ES+: 750.40. 

Example 290 

10 (raG)-5-(ilR*, 55*>-7-{4-[3-(2-Bromo-5-fluoroplienoxy)propyllphenyl}-6-{I2- 
(2-methylphenyI)ethyllcyclopropylcarbam 
en-3-yl)-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL33 
15 and glutaric anhydride. LC-MS: Rt - 0.90; ES+: 746.43. 

Example 291 

(rac.y5-{(lR*, 55T*)-7-{4-[3-{2-Bromo-5-fliiorophenoxy)propyllphenyl}-6- 
20 [iyclopropyH3^-dimetho3ybenzyl)carbamoy 
en-3-yl}-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL35 
and glutaric anhydride. LC-MS: Rt - 0.88; ES+: 778.40. 

25 

Example 292 

(rac.yS-((lR*, 5*S*)-7-{4-l3-(2-Bromo-5^ 
(4-methylphenyl)ethyllcyclopro^ 
30 en-3-yl)-5-oxopentanoic acid formate salt 
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5 



Synthesized according to typical procedures K and E from bicyclononene AL36 
and glutaric anhydride. LC-MS: R« = 0.90; ES+: 746.43. 

Example 293 

(rac.y5-{{lR*, 55*)-7-{4-[3-(2-Bromo-5-fluorophenoxy)propyIlphenyl}-6-I(2- 
chlorobenzyI)ethylcarbamoyl]-3^-diazabicyclo[33J]non^n-3-yl}-5-ox^ 

pentanoic acid methyl ester formate salt 

10 Synthesized according to typical procedures A and E from bicyclononene AL22 
and glutaric acid monomethylester chloride. LC-MS: Rt = 0.94; ES+: 754.37. 

Example 294 

15 (rac.}-5-{(lR*, 5^*)-7-{4-[3-(2-Bromo-5-fluorophenoxy)propyl]phenyl}-6- 
[cyclopropyl-(2-fluorobenzyl)carbamoyl]-3^-diazabicyclo[33.1]non-6-en-3- 
yl}-5-oxopentanoic acid methyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL23 
20 and glutaric acid monomethylester chloride. LC-MS: R, = 0.93; ES+: 750.39. 

Example 295 

(rac)-5-{(JR *, 55^-7-{4-[3-<2-Bromo-5-fluorophenoxy)propyl]phenyI}-6- 
25 [cyclopropyl-(3-trifluon>methylbeiizyi)carbamoyll-3,9-diazabicy 
non-6-en-3-yl}-5-oxopentanoic acid methyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL24 
and glutaric acid monomethylester chloride. LC-MS: Ri = 0.96; ES+: 801 .40. 

30 

Example 296 
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(rac.y5-{(lR*, 5£*)-7-{4-[3-(2-Bromo-5-fluoro^ 
[cydopropyI-(2H»ethylbenzyl)carbam 
yl}-5-oxopentanoic acid methyl ester formate salt 

5 Synthesized according to typical procedures A and E from bicyclononene AL25 
and glutaric acid monomethylester chloride. LC-MS: R* = 0.94; ES+: 746.43. 

Example 297 

10 (rac.)-5-((lR*, 5£*)-7-{4-[3-(2-Bromo-5-fluoropte 
{cycIopropyH2-(4-methoxyphenoxy)ethy^ 

[33.1]non-6-en-3-yl)-5-oxopentanoic acid methyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL26 
15 and glutaric acid monomethylester chloride. LC-MS: Rt = 0.93; ES+: 793.40. 

Example 298 

(rac.y5-((lR*, 55'*)-7-{4-[3-{2-Bromo-5-fluorophenoxy)propyl]phenyl}-6- 
20 {<yclopropyl-[2-(3-methylph^ 

non-6-en-3-yl)-S-oxopentanoic acid methyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL27 
and glutaric acid monomethylester chloride. LC-MS: R* = 0.95; ES+: 776.41. 

25 

Example 299 

(ra*yS-(llR*, 5£*>7-{4-l3K2-Bromo-5-fluoroph^ 
{eyclopropyl-[2-(3,4-dimethyIphenoxy^ 
30 [33.1]non-6-en-3-yl)-5-oxopentanoic acid methyl ester formate salt 
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Synthesized according to typical procedures A and E from bicyclononene AL28 
and glutaric acid monomethylester chloride. LC-MS: R< = 0.97; ES+: 791.40, 

Example 300 

5 

(rac.)-5-[(lR*, 5,S*)-7-{4-[3-(2-Bromo-5-fluorophenoxy)propyl]phenyl}-6- 
(cyclopropylphenethylcarbamoyI)-3,9-diazabicyclo[33.1]non-6-en-3-yl]-5- 
oxo-pentanoic acid methyl ester formate salt 

10 Synthesized according to typical procedures A and E from bicyclononene AL29 
and glutaric acid monomethylester chloride. LC-MS: = 0.93; ES+: 746.43. 

Example 301 

15 (raa)-5-((JJ? *, 55*)-7-{4-I3-(2-Bromo-5-fluorophenoxy)propylJphenyl}-6-{[2- 
(2-chlorophenyI)ethyllcyclopropylcarbamoyl}-3,9-diazabicycIo[33.1]non-6- 
en-3-yI)-5-oxopentanoic acid methyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL30 
20 and glutaric acid monomethylester chloride. LC-MS: R* = 0.95; ES+: 780.38. 

Example 302 

(rac)-S-((lR*, 55 r *)-7-{4-{3-(2-Bromo-5-fluorophenoxy)propyllphenyl}-6-{[2- 
25 (2 y 3-difluoroplienyl)ethyl]cyclopropylcarbamoyl}-3 9 9-diazabicyclo[33.1)non- 
6~en-3-yl)-5-oxopentanoic acid methyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL31 
and glutaric acid monomethylester chloride. LC-MS: Rt = 0.94; ES+: 782.40. 

30 

Example 303 
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(rac.yS-{{lR* 55^7-{4-[M2-Bromo-5-fluorophe™ 
(4-fluoropheny9ethyl]cyclopropyl^ 
en-3-yl)-5-oxopeiitanoic acid methyl ester formate salt 

5 Synthesized according to typical procedures A and E from bicyclononene AL32 
and glutaric acid monomethylester chloride. LC-MS: Rt = 0.94; ES+: 764.41. 

Example 304 

10 (rac.y5-((lR*, 5S*>7-{4-[3K2-Bromo-5-flu©ro^ 
(2-methylphenyl)ethyllcyclopropylca^^ 
en-3-yl)-5-oxopeiitanoic acid methyl ester 

Synthesized according to typical procedures A and E from bicyclononene AL33 
15 and glutaric acid monomethylester chloride. LC-MS: Rt = 0.95; ES+: 760.43. 

Example 305 

(rac.y-S-{(lR*, 55*)-7-{4.[3-(2-Bromo-5-flaorophenoxy)propyl]phenyl}-6- 
20 [cyclopropyl-(3,5-dimeto^ 

en-3-yl}-5-oxopentanoic acid methyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL35 
and glutaric acid monomethylester chloride. LC-MS: R* = 0.93; ES+: 793.40. 

25 

Example 306 

(rac.y5-({lR*, J5*)-7-{4-I3-(2-Bromo-5-nuoropheno^)propyl]phenyI}-6-{l2- 
(4-methylphenyl)ethylJcyclopropylcarbamoyl}-3,9-diazabicyclo[33.1]non-6- 
30 en-3-yl)-5-oxopeiitanoic acid methyl ester formate salt 
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Synthesized according to typical procedures A and E from bicyclononene AL36 
and glutaric acid monomethylester chloride. LC-MS: Rt « 0.95; ES+: 760.42. 

Example 307 

5 

(rac.y-S-{(lR*, 5iS*)-7-{4-[3-(2-Bromo-5-lluorophenoxy)propyl]phenyI}-6-[(2. 

chloroben2yI)ethylcarbamoyl]-3^ 

methyl-5-oxopentanoic acid formate salt 

10 Synthesized according to typical procedures K and E from bicyclononene AL22 
and 2,2-dimethylglutaric anhydride. LC-MS: Rt = 0.93; ES+: 768.36. 

Example 308 

15 (rac)-5-{(lR*, 5S*)-7-{4-[3-(2-Bromo-5^^ 
[cyclopropyH2-fluorobenzyl)carbamoyl]^^ 
yl}-2£-dimethyl-5-oxo-pentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL23 
20 and 2,2-dimethylglutaric anhydride. LC-MS: R* = 0.92; ES+: 764.39. 

Example 309 

(rac.yS-{(lR*, 5S*)-7-{4-[3-(2-Bromo-5-fluorophenoxy)propyllphenyl}-6- 
25 [cyclopropyl-(3-trifluoromethylbei^ 

non-6-en-3-yl}-2£-dimethyl-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL24 
and 2,2-dimethylglutaric anhydride. LC-MS: R< = 0.94; ES+: 815.40. 

30 

Example 310 
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(rac.yS-{(lR*, 55*)-7-{4-l3-(2-Bromo-5-floorophenoxy)propyI]phenyl}-6- 

[cyclopropyH2-methylbenzyl)c^^ 

yl}-2^-dimethyl-5-oxo-pentanoic acid formate salt 

5 Synthesized according to typical procedures K and E from bicyclononene AL25 
and 2^-dimethylglutaric anhydride. LC-MS: R« = 0.93; ES+: 760.43. 

Example 311 

10 (rac.y5'({lR*, 55*)-7-{4-(3-(2-Bromo-5-flnorophenoxy)propyl]phenyl}-6- 
{cyclopropyl-I2-(4-methoxyphenoxy)ethyl]-carbamoyl}-34>-dia2abicyclo- 
I33.11non-6-en-3-yl)-2^-dimethyl-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL26 
15 and 2,2-dimethylglutaric anhydride. LC-MS: R« = 0.92; ES+: >805. 



Example 312 

(rac)-5-i(lR* f 55*>7-{4-{3-{2-Bromo-5-fluorophenoxy)propyl]phenyl}-6- 
20 {cyclopropyl-[2^3-methylphenoxy)ethyl]-carbamoyl}-3^-diazabicyclo[33.1]- 
non-6-en-3-yl)-2^-dimethyl-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL27 
and 2,2-dimethylglutaric anhydride. LC-MS: R, = 0.94; ES+: 790.47. 

25 

Example 313 



(rac)-S-{(lR *, 5^*)-7-{4-[3-(2-Bromo-5-fluoropbenoxy)propyl]phenyl}-6- 
{cyclopropyl-[2-(3,4-dimethylphenoxy)ethyl]-carbamoyl}-3,9-diazabicyclo- 
30 [33.1]non-6-en-3-yI)-2^-dimethyl-5-oxopentanoic acid formate salt 
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Synthesized according to typical procedures K and E from bicyclononene AL28 
and 2£-dimethylglutaric anhydride. LC-MS: R< = 0.95; ES+: 805.4. 

Example 314 

5 

(rac.)-5-[(lR*, 5iy*)-7-{4-[3-(2-Bromo-5-fluorophenoxy)propylJphenyl}-6- 
(<^cIopropyIphenethylcarbamoyI)-3^-diazabicyclo[33J]non^en-3-yI]-2^ 
dimethyI-5-oxopentanoic acid formate salt 

10 Synthesized according to typical procedures K and E from bicyclononene AL29 
and 2£-dimethylglutaric anhydride. LC-MS: Rt = 0.92; ES+: 760.43. 

Example 315 

15 (rac)-5-((lR*, 55*)-7-{4-I3^2-Bromo-5-fluorophenoxy)propyllphenyl}-6-{I2- 
(2-chlorophenyl)ethyl]cyclopropylcarbamoyl}-3,9-diazabicycIo[33.1]non-6- 
en-3-yl)-2^-dimethyl-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL30 
20 and 2,2-dimethylglutaric anhydride. LC-MS: R< - 0.94; ES+: 794.41 . 

Example 316 

(rac.y5-((lR*, 55*)-7-{4-[3-(2-Bromo-S-fluorophenoxy)propyl]phenyI}-6-{[2- 
25 (23-difluorophenyl)ethyllcyc!opro^ 

6-en-3-yI)-2 9 2-dimethyl-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL31 
and 2^-dimethylgIutaric anhydride. LC-MS: R< = 0.93; ES+: 796.44. 

30 

Example 317 
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(rac)-S-((lIl* 5£*)-7-{4-[3-(2-Bromo-5-ftaoro^ 

(4-fluorophenyI)ethyl]cyclopropylcarbamoyl}-3 > 9-diazabicyclo[33.1Jnon-6- 
en-3-yl>2,2-diinethyl-5-oxopentanoic acid formate salt 

5 Synthesized according to typical procedures K and E from bicyclononene AL32 
and 2,2-dimethylglutaric anhydride, LC-MS: Rt = 0.93; ES+: 778.42. 

Example 318 

10 {rac)-S-((lR*, 55*)-7-{4-[3-(2.Bromo-5-fluorophenoxy)propyl]phenyI}-6-{[2- 
(2-methylphenyI)ethyl]cyclopropylcarbamoyI}-3^-diazabicyclo[33.1]non-6- 
en-3-yl)-2£-dimethyl-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL33 
15 and 2^-dimethylglutaric anhydride. LC-MS: Rt - 0.94; ES+: 774.46. 

Example 319 

{rac)-5-{(lR*, 55*)-7-{4-l3-(2-Bromo-5-fluorophenoxy)propyI]phenyl}-6- 
20 [cyclopropyK3^dimethoxyben2yl)carbamoyl]-3 ) 9-diazabicyclo[33*l]non-6- 
en-3-yl}-2,2-dimethyl-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene A13S 
and 2^-dimethylglutaric anhydride. LC-MS: Rt = 0.92; ES+: >805. 

25 

Example 320 

(rac)-5-((lR*, 5^*>-7-{4-[3-(2-Bromo-S-flaorophenoxy)propyl]phenyl}-6-{[2- 
(4-methylphenyI)ethyl]cyclopropyIcarbamoyl}-3,9-diazabi<yclo[33.11non-6- 
30 en-3-yl)-2,2-dimethyl-5-oxopentanoic acid formate salt 
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Synthesized according to typical procedures K and E from bicyclononene AL3© 
and 2^-dimethylglutaric anhydride. LC-MS: R« = 0.94; ES+: 774.44. 

Example 321 

5 

l:l-Mixture of (rac.y(2R*, 3S*)-4-{(lR*, 55^-7-{4-[3-(2-bromo-5-fluoro- 
phenoxy)propyllphenyl}-^[(2-cblorobenayl)ethyIcarbamoyl]-3^-diazabi- 
cyclo[33.1]non-6-en-3-yl}-2^-dihydroxy-4-oxobutyric acid formate salt and 
{rac.y{2S*, 3R*)-4-{(lR*, 55*)-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]- 
10 phenyl}-6-[(2-chlorobenzyl)ethylcarbamoyl)-3,9-diazabicyclo-[33.11non-6-en- 

3-yl}-2^-dihydroxy-4-oxobutyric acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL22 
and (S,R)-23-dihydroxysuccinic anhydride. LC-MS: R* = 0.87; ES+: 758.33. 

15 

Example 322 

l:l-Mixture of (rac.)-(2tf*, 3S*y4-{(lR*> 55*)-7-{4-[3-(2-bromo-5-fluoro- 
phenoxy)propyllphenyl}-6-[cyclopropyl-(2-fluoroben2yl)carbamoyl]-34>- 
20 diazabicyclo[33.11non-6-en-3-yl}-2^-dihydroxy-4-oxobutyric acid formate 
salt and (rac)-{2S*, 3R*y4-{{lR*>, 5S*)-7-{4-[3-(2-bromo-5-fluoro- 
phenoxy)propyllphenyl}-«-[cyclopropyl-(2-fluorobenzyI)carbamoyIl-3^- 
diazabicyclo[33.11non-6-en-3-yl}-23-dihydroxy-4-oxobutyric acid formate 

salt 

25 

Synthesized according to typical procedures K and E from bicyclononene AL23 
and (S^>2,3-dihydroxysuccinic anhydride. LC-MS: R« = 0.85; ES+: 754.37. 

Example 323 

30 

l:l-Mixture of <roa)-(2J?* 3S*)-4-{(lR*, 55*)-7-{4-[3-(2-bromo-5-fluoro- 
phenoxy)propyl]phenyl}-6-[cyclopropyl-(3-trifluoromethyIbenzyl)- 
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carbamoyl]-3^^azabicycIo[3JA]non^en-3-yl}-23-dihydroxy-^xobntyric 

acid formate salt and (racH2S*, 3R*)-4-{{lR*, 55*)-7-{4-I3-(2-bromo-5- 

fmorophenoxy)propyl]-phenyl}-6-[cyclopropyK3-triflaoromethylbenzyl)- 

carbamoyll-34»^iazabicyclo[33J]non^-en-3-yl}-2^-dmydroxy^oxobutyric 

5 acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL24 
and (S,R)-2,3-dihydroxysuccinic anhydride. LC-MS: R« = 0.89; ES+: 805.4. 

10 Example 324 

l:l-Mixture of {rac.y{2R*, 3S*)-4-{(lR* 55*)-7-{4-l3-(2-bromo-5-fluoro- 
phenoxy)propylJphenyl>-6-[cyclopropyl-(2-methylbenzyl)carbamoyll-3^- 
diazabicyclo[33.11non-6-en-3-yl}-23-dihydroxy-4-oxobutyric acid formate 
15 salt and {rac.y-{2S*, 3R*)-4-{(lR*, 5S*)-7-{4-I3-(2-bromo-5-fluorophenoxy)- 
propyI]phenyl}^-[cyclopropyH2-memylben^l)carbamoyl)-3,9-diazabicyclo- 

[33.11non-6-en-3-yl}-23-dihydroxy-4-oxobutyric acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL25 
20 and (S^)-23-dihydroxysuccinic anhydride. LC-MS: Rt = 0.87; ES+: 750.39. 

Example 325 

l:l-Mixture of {rac.y{2R*, 3S*)-4-({lR\ 5S*)-7-{4-[3-(2-bromo-5-fluoro- 
25 phenoxy)propyl]phenyl}-6-{cyclopropyl-[2-(4-methoxyphenoxy)etliyl]- 

carbamoyl}-3,9-diazabicyclot3J.llnon-6-en-3-yl)-2^-dihydroxy-4-oxobutyric 
acid formate salt and (rac.y{2S*, 3R*y4-{(lR*, 55*)-7-{4-[3-(2-bromo-5- 
lluoro-phenoxy)propyllphenyl}-6-{cyclopropyl-l2-(4-methoxyphenoxy)ethyl]- 
carbamoyl}-3^Mliazabicyclo[3J.llnon-6-en-3-yl)-2^-dihydroxy-4-oxobutyric 

30 acid formate salt 
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Synthesized according to typical procedures K and E from bicyclononene AL26 
and (SJR)-2,3-dihydroxy succinic anhydride. LC-MS: Rt = 0.86; ES+: 796.42. 

Example 326 

5 

l:l-Mixture of {rac.y{2R*, 3S*)-4-((lR*, 55*)-7-{4-P-(2-bromo-5-fluoro- 

phenoxy)propyl]phenyl}-6-{cyclopropyl-l2-(3-methylphenoxy)ethyll- 

carbamoyl}-3^-diazabicycloI33.1]non^n-3-yI)-23-dihydroxy^xobutyric 

acid formate salt and {rac)-{2S* 3R*)-4-«lR*, 5S*)-7-{4-[3-(2-bromo-5- 
10 fluorophenoxy)propyllphenyl}-6-{cyclopropyl-t2-(3-methylphenoxy)ethyll- 
carbamoyl}-3,9-diazabicyclol33.1]non-6-en-3-yl)-2 > 3-dihydroxy-4-oxobutyric 

acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL27 
15 and (SJR>23-<lmydroxysuccinic anhydride. LC-MS: R« = 0.88; ES+: 78038. 

Example 327 

l:l-Mixture of {rac)-{2R*, 3S*y4<(lR*, 5S*)-7-{4-[3-(2-bromo-5-fluoro- 
20 phenoxy)propyl]phenyl}-6-{cyclopropyl-[2-(3,4-dimethylphenoxy)ethyll- 

carbamoyl}-3,9-diazabicyclol33.1]non-6-en-3-yI)-23Hliliydroxy-4-oxobutyric 

acid formate salt and {rac)-{2S* f 3R*)-4-i(lR*, 55*)-7-{4-[3-(2-bromo-5- 

fluorophenoxy)-propyl]phenyl}-6-{cyclopropyl-[2-(3,4-dimethylphenoxy)- 

ethyllcarbamoyl}-3,9-diazabicycIo[33.1]non-6-en-3-yl)-23-dihydroxy-4- 

25 oxobutyric acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL28 
and (S,R>23^1ihydroxysuccinic anhydride. LC-MS: R, = 0.89; ES+: 794.44. 



30 Example 328 
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l:l-Mixture of {rac.y{2R*, 3S*y4-[(lR*, 55*>7-{4-[3-(2-bromo-5-fluoro- 
phenoxy)propyl]phenyl}-6-(cyclopropylphenethylcarbamoyI)-3^-diazabi- 
cycloI33.1]non-6-en-3-yl]-2^-dUiydroxy-4-oxobutyric acid formate salt and 
(rac.y<2S* 3R*)-4-[(lR* 5S^7-{4-[3-(24>romo-5-flnorophenoxy)propyl]- 
5 p henyl}^-(cyclopropylphenethylcart)amoyl>3^-diazabicyclo[3JA]non-^en- 

3-yl]-23-dihydroxy-4-oxobutyric acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL29 
and (S,R>2,3-dihydroxysuccinic anhydride. LC-MS: R* = 0.86; ES+: 750.36. 

10 

Example 329 

l:l-Mixture of (raa)-(2**> 3S*yMV*\ 55T*)-7-{4-[3-(2-bromo-5 -fluoro- 
phenoxy)propyllphenyl}-6-{[2-(2-chlorophenyl)ethyl]cyclopropylcarbamoyl}- 
15 3^-diazabicyclo[33.1]non-6-en-3-yl)-23-dihydroxy-4-oxobutyric acid 
formate salt and {racHM*. 3R*)-4-{(lR*, 55*)-7-{4-[3-(2-bromo-5- 
fluorophenoxy)propylJ-phenyl}-6-{[2-(2-chlorophenyI)ethyl]cyclopropyl- 
carbamoyl}-3^-diazabicyclo[33.1)non-6-en-3-yI)-2^-dihydroxy-4-oxobutyric 

acid formate salt 

20 

Synthesized according to typical procedures K and E from bicyclononene AL30 
and (S^>23-dmydroxysuccinic anhydride. LC-MS: R*= 0.88; ES+: 784.34. 



Example 330 

25 

l:l-Mixture of {racH2R* J«*)-4-((Jl?* 55*>7-{4-[3-(2-bromo-5-fluoro- 
phenoxy)propyl]phenyl}-6-{[2-(4-flnorophenyi)ethyl]cyclopropyIcarbamoyl}- 
3,9-diazabicyclol33.1]non-6-en-3-yl)-23-daiydroxy-4-oxobutyric acid 
formate salt and (rac.y{2S*, 3R*)-4-{(lR*, 55*)-7-{4-[3-(2-bromo-5- 
30 fluorophenoxy)propyll-pbenylH»-{[2-(4-fluorophenyl)ethyl]cyclopropyl- 

carbamoyl}-3^-diazabicycIo[33.1]non-6^n-3-yI)-23-dmydroxy-4-oxoburyric 

acid formate salt 
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Synthesized according to typical procedures K and E from bicyclononene AL32 
and (S JR>2,3-dihydroxysuccinic anhydride. LC-MS: R« = 0.85; ES+: 768.34. 

5 Example 331 

l:l-Mixture of (rac.y{2R*, 3S*>4-((Itf * 55*)-7-{4-[3-(2-bromo-5-fluoro- 

phenoxy)propyl]phenyl}^»-{[2-{2-methylphenyI)ethyl]cyclopropyl- 

carbamoyl}-3,9-diazabicydo[33.11non^n-3-yI)-2^ihydroxy-4-oxobutyric 

10 acid formate salt and (racH2S*, 5**)-4-((J**, 55*)-7-{4-[3-(2-bromo-5- 
fluorophenoxy)propyl]phenyl}-6-{[2-<2-methylphenyI)ethyl]cyclopropyl- 
carbamoyl}-3^-diazabicyclo-[33.1]non-6-en-3-yI)-2^-dibydroxy-4- 

oxobutyric acid formate salt 

15 Synthesized according to typical procedures K and E from bicyclononene AL33 
and (S^23-dihydroxysuccinic anhydride. LC-MS: R, - 0.88; ES+: 764.41. 

Example 332 

20 l:l-Mixture of (rac)-(2**, 3S*)-4-{(lR*, f.S^-l^P ^-bromo-S-fluoro- 
phenoxy)propyl]phenyl>-6-lcydopropyl-(3^-dimethoxybenzyI)carbamoyl]- 
3^-diazabicyclo[33.11non-6-en-3-yl}-2^-dmydroxy-4-oxobutyrie acid 
formate salt and {rac.y{2S*, 3R*y4-«lR*, 5S*)-7-{4-[3-(2-bromo-5-fluoro- 
phenoxy)propylJphehyl}-6-[cyclopropyl-(3^-dimethoxybenzyI)carbamoyl]- 

25 3,9-diazabicyclo[33^]non-^n-3-yl}-2^-dihydroxy-4-oxobntyric acid 
formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL35 
and (S Jt)-2,3-dihydroxysuccinic anhydride. LC-MS: Rt = 0.86; ES+: 797.38. 



30 



Example 333 
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l:l-Mixture of (racJ)-(2R*, 3S*y4-((lR* 5 i S*)-7-{4-[3-<2-broino-5-fluoro- 

phenoxy)propyIJphenyI}^{[2-<4-mcthyIpheiiyI)ethyl]cyclopropyI- 

carbamoyl}-3^-diazabicyclo[33.1]no 

acid formate salt and (rac)-(2S* 3**)-4-((itf*, 5S*)-7-{4-[3-(2-bromo-5- 
5 fluorophenoxy)propyI]-phenyl}-6-{[2-(4-methylphenyl)ethyI]cyclopropyl- 
carbamoyl}-3,9^iiazabicyclo-[33.1]non-^-en-3-yI)-2^-dihydroxy-4- 
oxobutyric acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL36 
10 and (SJR)-2,3-dihydroxysuccinic anhydride. LC-MS: Rt = 0.87; ES+: 76438. 

Example 334 

{rac.y(lR*, 5S*)-7-{4-[3-(2-Bromo-5-fluorophenoxy)propyllphenyl}-3-(4- 
1 5 carbamoylbutyryI)-3,9-diazabicyclo[33.11non-6-ene-6-carboxylic acid (2- 
chlorobenzyl)ethylamide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL22 
and 4-carbamoylbutyric acid. LC-MS: Rt - 0.87; ES+: 739.49. 

20 

Example 335 . 

(rac*y(lR*, 55*)-7-{4-[3-(2-Bromo-5-fluorophenoxy)propyl]phenyl}-3-(4- 
carbamoylbutyiyI)-3^Hliazabicyclo[33J]non-6^ne-^carboxyIic acid 
25 cyclopropyl-(2-fluorobenzyl)amide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL23 
and 4-carbamoylbutyric acid. LC-MS: R* = 0.86; ES+: 735.50. 



30 Example 336 
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(racHIR*, 55*)-7-{4-[3-(2-Bromo-5-nuorophenoxy)propyl]phenyl}-3-(4- 
carbamoylbutyryI)-3^-diazabicyclo[33.1]iion-<-ene-6-carboxylic acid 
cyclopropyl-(2-methylbenzyI)amide formate salt 

5 Synthesized according to typical procedures G and E from bicyclononene AL25 
and 4-carbamoylbutyric acid. LC-MS: R* - 0.88; ES+: 731.55. 



Example 337 

10 (rac)-(lU*, 55*)-7-{4-[3-(2-Bromo-5-fluorophenoxy)propyl]pbenyl}-3-(4- 
carbamoylbutyryl)-3,9-diazabicycloI3J.llnon-6-ene-6-carboxylic acid 
cyclopropyl-[2-<4-meth©xyphenoxy)ethyllamide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL26 
15 and 4-carbamoylbutyric acid. LC-MS: R< = 0.86; ES+: 777.52. 



Example 338 

(rac)-{lR*, 55r*)-7-{4-l3-(2-Bromo-5-fluorophenoxy)propyl]phenyl}-3-(4- 
20 carbamoylbutyryI)-3,9-diazabicyclo[33.1]non-6-ene-6-carboxyUc acid 
cyclopropyl-l2-(3,4-dimethylpbenoxy)etliyl]amide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL28 
and 4-carbamoylbutyric acid. LC-MS: R< = 0.90; ES+: 775.55. 

25 

Example 339 

(rac)-{lR*, 55*)-7-{4-[3-(2-Bromo-5-fluorophenoxy)propyl]phenyl}-3-(4- 
carbamoylbtttyryl>3,9-diazabicyclo[33.1Jnon-6-ene-6-carboxyIic acid [2-(2h 
30 chlorophenyl)ethyl]cyclopropylamide formate salt 
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Synthesized according to typical procedures G and E from bicyclononene AL30 
and 4-carbamoylbutyric acid. LC-MS: Rt = 0.89; ES+: 765.46. 

Example 340 

5 

(rac)-(lR*, 55*)-7-{4-I3-(2-Bromo-5-fluorophenoxy)propyl]phenyl}-3-(4-- 
carbamoylbutyiyI)-3^diazabicyclol33.11non-^ene-6-carboxylic acid [2-(2,3- 
difluorophenyl)ethyl]cyclopropylamide formate salt 

10 Synthesized according to typical procedures G and E from bicyclononene AL31 
and 4-carbamoylbutyric acid. LC-MS: Rt = 0.88; ES+: 767.48. 

Example 341 

15 {rac)-(lR\ 5£*)-7-{4-[3-(2-Bromo-5-fluoro 

carbamoy!butyiyI)-3,9-di^ acid [2-(4- 

fluorophenyI)ethylJcyclopropylamide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL32 
20 and 4-carbamoylbutyric acid. LC-MS: Rt = 0.87; ES+: 749.52. 

Example 342 

(rac.y(lR* 9 55*)-7-{4-I3-(2-Bromo-5-fluorophenoxy)propyl]phenyl}-3-(4- 
25 carbamoylbutyry!)-3^-diazabicyclo[33.11non-6-ene-6-carboxylic acid [2-(2- 
methylphenyl)ethyl]cyclopropy!amide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL33 
and 4-carbamoylbutyric acid. LC-MS: Rt = 0.89; ES+: 745.54. 

30 

Example 343 



WO 03/093267 



355 



PCT/EP03/03721 



(rac.y(lR*, 55*>7-{4-[3-(2-Bromo-5-fIuorophenoxy)propyl]phenyl}-3-(4. 
carbamoyIbutyiyl)-3^-diazabi<y^ acid 
cyclopropyl-(3^dimethoxybenzyI)amide formate salt 

5 Synthesized according to typical procedures G and E from bicyclononene A135 
and 4-carbamoylbutyric acid. LC-MS: R* = 0.86; ES+: 777.53. 

Example 344 

c 

10 (rac.y(lR*, 55*)-7-{4-[3-(2-Bromo-5«fluorophenoxy)propyllphenyl}-3-(4. 
carbamoylbutyiyl)-3,9-diazabicydo[33.1]non-6^ne^carboxyUc acid [2-(4- 
methylphenyI)ethyllcyclopropylamide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL36 
15 and 4-carbamoylbutyric acid. LC-MS: R* = 0.88; ES+: 745.54. 

Example 345 

l:l-Mixture of (racH3R*>5-{UK*> 5£>7-{4-[3-(2-bromo-5-fluorophenoxy^ 
20 propyl]phenyI}-6-[(2-chlorobenzyl^ 

non-6-en-3-yI}-3-hydroxy-5-oxopentanoic acid formate salt and {racJ)-{3S*y 
S-{(1R% 5S*)-7-{4-I3-<2.bromo-5-fluorophenoxy)-propyl]phenyl}-6-I(2- 
chlorobenzyI)ethylcarbamoyl]-3,9-dia2abicyclo[33.11non-6-en-3-yl}-3- 
hydroxy-5-oxopentanoic acid formate salt 

25 

Synthesized according to typical procedures K, E and L from bicyclononene 
AL22 and 3-(^-butyldimethylsilyloxy)glutaric anhydride. LC-MS: Rt = 0.87; 
ES+: 756.44. 



30 Example 346 
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l:l-Mixture of {rac.yi3X*>5-{( 1R * 55*>7-{4-[3-(2-bromo-5-fluorophenoxy>- 
P ropyIlphenyl}^[cyclopTOpyl-(2-fluorobeiizyI)carbamoyl]-3^-diazabicyclo- 
[33.11non^en-3-yl}-3-hydroxy-5-oxopentanoic acid formate salt and (raa)- 
(3S*y-5-{{lR*, 5.S*)-7-{4-[3-(2-bromo-5-fluorophenoxy)propyIlphenyl}-6- 
5 lcyclopropyl-(2-fluorobenzyI)carbamoyll-3^-diazabicyclo[33.1]non-6-en-3- 
yI}-3-hydroxy-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene 
AL23 and 3-(rer/-butyldimethylsilyloxy)glutaric anhydride. LC-MS: R* = 0.86; 
10 ES+: 752.46. 

Example 347 

l:l-Mixture of (rac.y(3R*)-S-{{lR*, 5^*)-7-{4-[3-(2-bromo-5-fluorophenoxy)- 
1 5 propyllphenyl}-^|cyclopropyl-(3-triflnoromethylbenzyI)carbamoyll-3^- 

diazabicyclo[3.3.1Jnon-6-en-3-yl}-3-hydroxy-5-oxopentanoic acid formate salt 
and (rac.y(3S*y5-{(lR*, 55*)-7-{4-[3-(2-bromo-5-fluorophenoxy)propyll- 
phenyl}^[cycIopropyH3-trifluoromethylben2yl)carbamoyIl-3,9-diaza- 
bicyclol33.11non-6-en-3-yl}-3-hydroxy-5-oxopentanoic acid formate salt 

20 

Synthesized according to typical procedures K, E and L from bicyclononene 
AL24 and 3</ert-butyl<Mmethylsilyloxy)glutaric anhydride. LC-MS: R< = 0.89; 
ES+: 803.40. 

25 Example 348 

l:l-Mixture off (rac)-(3R*yS-{{lR*, 55*)-7-{4-I3-(2-bromo-5-fluorophenoxy)- 
propyl]pbenyl>-^-lcyclopropyl-(2-methylbenzyl)carbamoyll-3,9-diaza- 
bicycloI3^.11non-6-en-3-yl}-3-hydroxy-5-oxopentanoic acid formate salt and 
30 {rac.y{3S*yS-{(lR*, 55*>7-{4-p-(2-bromo-5-fluorophenoxy)propyl]phenyl}- 
6-[cycIopropyl-(2-methylbenzyl)carbamoyl}-3,9-diazabicyclo-I33.1]non-6-en- 
3-yl}-3-hydroxy-5-oxopentanoic acid formate salt 



WO 03/093267 



357 



PCI7EP03/03721 



Synthesized according to typical procedures K, E and L from bicyclononene 
AL25 and 3-(/er/-butyldimethykayloxy)glutaric anhydride. LC-MS: R, = 0.87; 
ES+: 748.52. 

5 

Example 349 

l:l-Mixture of (rac>)-(3R*)-5-((lR* 55*)-7-{4-[3-(2-bromo-5-fluorophenoxy> 
propyllphenyl}^{cyclopropyl-I2-(4-methoxyphenoxy)ethyl]carbamoyl}-3 > 9- 
10 diazabicyclo[3.3.1Jnon-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid formate salt 
and (rac)-(3S*)-5-((lR* 55^7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]- 
phenyl}-6-{cycIopropyl-[2-{4-methoxyphenoxy)ethyl)carbamoyl}-3^-dia2a- 
bicyclo[33.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid formate salt 

15 Synthesized according to typical procedures K* E and L from bicyclononene 
AL26 and 3-(fer^butyldimethylsilyloxy)glutaric anhydride. LC-MS: Rt = 0.86; 
ES+: 794.40. 

Example 350 

20 

l:l-Mixture of {rac.y(3R*)-S-((lR*, 55*)-7-{4-[3-(2-bromo-5-fluorophenoxy)- 
pn>pyllphenyl}-6-{cyclopropyl-[2-(3-methylphenoxy)ethylJcarbamoyl}-3^- 
diazabicyclo[3.3.1]non-6-en-3-yI)-3-hydroxy-5-oxopentanoic acid formate salt 
and {raa)-(3S*)-5-((lR*, 5y*)-7-{4-[3-(2-bromo-5-fluoroplieno3y)propyll- 
25 phenyI}-6-{cyclopropyl-[2-(3--methylphenoxy)ethyl]carbamoyl}-3^-diazabi- 
cyclo[33.1Jnon-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene 
AL27 and 3-(/err-butyldimethylsayloxy)glutaric anhydride. LC-MS: R* = 0.89; 
30 ES+: 778.52. 



Example 351 
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lrl-Mixture of (roaH^WJl*, 55*)-7-{4-[3-(2-bromo-5-fluorophenoxy)- 
propyl]phenyl}-6-{cyclopropyl-l2-(3,4-dunethylphenoxy)ethyllcarbamoyl}- 
34>-diazabicyclo[33.1]non-6-en-3-yI)-3-hydroxy-5-oxopentanoic acid formate 
5 salt and {rac)-(3S*yS-((JR*, 5S*)-7-{4-[3-(2-bromo-5-flnorophenoxy)propyl]- 
phenyI}^-{cyclopropyl-[2K3,4-dimcthylphenoxy)ethyl]carbamoyl}-3^-diaza- 
bicyclo[33.11-non-6-en-3-yr)-3-hydroxy-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene 
10 AL28 and 3Kte^butyldimethylsUyloxy)glutaric anhydride. LC-MS: Rt = 0.90; 
ES+: 792.42. 

Example 352 

15 l:l-Mixture of (rac)-(3R*)-5-[(lR* t 55*)-7-{4-[3-(2-bromo-5-fluorophenoxy)- 
propylJpbenyl}-6-{cyclopropylphenethylcarbamoyl)-3,9-diazabicyclol33.1]- 
non-6-en-3-yll-3-hydroxy-5-oxopentanoic acid formate salt and (rac)-(3R*)- 
5-[{lR*, J5*)-7-{4-|3-(2-bromo-5-fluorophenoxy)propylJphenyl}-6-(cyclo- 
propylphenethylcarbamoyl)-3^-diazabicyclo[33.11non-6-en-3-yl]-3-hydroxy- 

20 5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene 
AL29 and 3-(fer/-butyldimethylsilyloxy)glutaric anhydride. LC-MS: Rt = 0.86; 
ES+: 748.50. 

25 

Example 353 

l:l-Mixture of (rac)-(3Jl*)-5-((Jtf * 55*)-7-{4-I3-(2-bromo-5-fluorophenoxy)- 
propyIJphenyl}-6-{[2-(2-chlorophenyl)ethyl]cyclopropylcarbamoyl}-3^- 
30 diazabicyclo[33.11non-6-en-3-y0-3-hydroxy-5-oxopentanoic acid formate salt 
and (rac.y(3R*}-S-i(lR*, 55*)-7-{4-[3-(2-bromo-5-fluorophenoxy)propyIl- 
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phenyI}^-{[2^2-cUoropheny0ethyIJcyclopropylcarbamoyl}-3^-diaza- 
bicyclo[33.1]non-6-en-3-yI)-3-hydroxy-S-oxopentanoic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene 
5 AL30 and 3-(rer/-butyldimethylsilyloxy)glutaric anhydride. LC-MS: Rt = 0.88; 
ES+: 782.49. 

Example 354 

10 l:l-Mixture of (rac.y(3R*yS-((lR* 9 55*>7-{4-[3-(2-bromo-S-fluorophenoxy)- 
propy!Jphenyl}-6-{[2-<2 r 3-difluorophenyl)ethyl]cyclopropyIcarbamoyl}-3^- 
diazabicyclo[33.1]non-6-en*3-yl)-3-hydroxy-5-oxopentanoic acid formate salt 
and (akHJIW**, 5^*)-7-{4-[3-(2-bromo-5-fluorophenoxy)propylJ- 
phenyl}-6-{[2-(2^-diflaorophenyl)ethyI]cyclopropylcarbamoyl}-3,9-dia2abi- 

15 cyclo[33.1]non-6-en-3-yl)-3-hydroxy-5-oxopeiitanoic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene 
AL31 and 3-(^rr-butyIdimethylsilyloxy)glutaric anhydride. LC-MS: R* = 0.88; 
ES+: 784.53. 

20 

Example 355 

l:l-Mixture of (roaH***)-5-((**** 5y*)-7-{4-[3-(2-bromo.5-fluorophenoxy)- 
propyl]phenyl}^-{[2-(4-fluon)phenyl)ethyl]<yclopropyIcarbamoyl}-3^Hliaza- 
25 bicyclo{33.1]non-6-en-3-yl>-3-hydroxy-5-oxopentanoic acid formate salt and 
(rac.y(3R*)-5-((lR*, 5iS*)-7-{4-[3-(2-bromo-5-fluoroplienoxy)propyl]phenyl}- 
6-{[2-(4-lluorophenyl)ethyl]cyclopropylcarbamoyl}-3,9-diazabicyclo[3.3.1]- 
non-6-en-3-yl)-3-hydroxy-5~oxopentanoic acid formate salt 

30 Synthesized according to typical procedures K, E and L from bicyclononene 
AL32 and 3-(rerr-butyldimethylsilyloxy)gIutaric anhydride. LC-MS: Rt = 0.87; 
ES+: 766.47. 
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Example 356 

lrl-Mixture of (rac.y{3R*yS-{(lR* 5^*)-7.{4-[3.(2-bromo-5-fluorophcnoxy)- 
5 propyl]phenyI}-6-{[2-(2-methylphenyl)ethyllcyclopropylcarbamoyl}-3,9- 

diazabicycIo[33.1]non-6-en-3-yI)-3-hydroxy-5-oxopeiitanoic acid formate salt 
and (rac)-(3R*)-5-((lR* $ 55*)-7-{4-P-(2-bromo-5-fluorophenoxy)propyI]- 
phenyl}-6-{[2-(2-methylphenyI)ethyl]cyclopropylcarbamoyI}-3^-dia2abi- 
qrcio[33.1]non-6-en-3-y!)-3-liydroxy-5-oxopentanoic acid formate salt 

10 

Synthesized according to typical procedures K, E and L from bicyclononene 
AL33 and 3-(/er/-butyldimethylsilyloxy)glutaric anhydride. LC-MS: R* » 0.88; 
ES+: 762.55. 

15 Example 357 

l:l-Mixture of (rac)-(3R*yS-{(lR* 5S*)-7-{4-[3-(2-bromo-5-fluorophenoxy)- 
propyIJphenyl}^[cyclopropyl^^imethoxybeiwyl)carbamoyIl^ 
bicycloI33.1Jnon-6-en-3-yl}-3-hydroxy-5«oxopentanoic acid formate salt and 
20 (racH^^-S-P*, 5S*)-7-{4-[3-(2-bromo-5-fluor^^ 
6-[cycloprapyl-(3,5-dimethoxybenzy0^ 
6-en-3-yl}-3-hydroxy-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene 
25 AL35 and 3-(rer^butyldimethylsilyloxy)glutaric anhydride. LC-MS: Rt = 0.86; 
ES+: 794.38. 

Example 358 



30 lrl-Mixture of (racy^R^Hi^ 55*>7.{4-[3.(2-bromo-5-fluorophenoxy)- 
propylJphenyl}-6-{[2-(4-methylphenyl)ethyI]cyclopropylcarbamoyl}-3,9- 
diazabicyclo[3,3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid formate salt 
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and (rac.y{3R*yS-((lR*, 5 4 S*>7-{4-[3-(2-bromo-5-fluorophenoxy)propyIl- 
phenyl}-6-{[2-(4-methylpheny0ethyllcy^ 

cyclo[3 J.l]non-6-en-3-yI)-3-hydroxy-5-oxopentaiioic acid formate salt 

5 Synthesized according to typical procedures K, E and L from bicyclononene 
AL36 and 3-(rerr-butyldimethyisilyloxy)glutaric anhydride. LC-MS: R* = 0.88; 
ES+: 762.55. 

Example 359 

10 

l:l-Mixture of (ra*)-(3R*)-S-((lR* 55*)-6-{cyclopropyl-[2K2-liydroxycthyl)- 
benzyl]c^rbamoyl}-7-{4-l3K23»6-trifluoropheno^)propyllphenyl}-3^^ia2a- 
bicyclo[33.1]non-6-en-3-yl)-3-hydroxy-5-oxopentaiioic acid formate salt and 
(rac.)-(3S*)-5-(HlR* 55*)-6-{cyclopropyH2-(2-hydroxyethyl)beiizyll- 
15 carbamoyl}-7-{4-[3-(23,6-tiiflu^ 

[33.11non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K> E and L from bicyclononene 
AL19 and 3-(/er/-butyldimethylsilyloxy)glutaric anhydride. LC-MS: Rt = 0.81; 
20 ES+: 736.54. 

Example 360 

{rac.y{lR*, 55>3.Acetyl-7.{4-[2K23»5-trimethyIphenoxy)ethyl]phenyl}-3,9- 
25 diazabicyclo[33.1Jnon-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropyl- 
amide formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL38 
and acetyl chloride. LC-MS: R< = 0.93; ES+: 612.52. 

30 

Example 361 
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diazabicyclo[33JJnon-6-ene-6-carboxylic acid (2-cMorobeiizyI)ethylamide 
formate salt 

5 Synthesized according to typical procedures A and E from bicyclononene AL40 
and acetyl chloride. LC-MS: R< = 0.93; ES+: 600.50. 

Example 362 

10 (rac)-{lR*, 55*)-3-Acetyl-7-{4-[2-(23^-trimethylphenoxy)ethyl]phenyl}-3,9- 
diazabicyclo[33.1)non-6-ene-6-carboxylic acid (2-fluorobenzyl)cyclopropyl- 
amide formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL41 
15 and acetyl chloride. LC-MS: Rt = 0.91; ES+: 596.53. 

Example 363 

{rac)-{lR*, 55*)-3-AcetyI-7-{4-[2K2^3-trimethylphenoxy)etbyl]phenyl}-34»- 
20 diazabicyclo[33.1Jnon-6-ene-6-carboxylic acid (3-trifluoromethylbenzyl)- 
cyclopropylamide formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL42 
and acetyl chloride. LC-MS: R, - 0.95; ES+: 646.54. 

25 

Example 364 

(racHIR*, 55>3-Acetyl-7-{4-[2-(2^^trimethylphenoxy)ethyllphenyl}-3^- 
diazabicyclo[33.1Jnon-6-ene-6-carboxyUc acid (2-methylbenzyl)cyclopropyl- 
30 amide formate salt 
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Synthesized according to typical procedures A and E from bicyclononene AL43 
and acetyl chloride. LC-MS: R* = 0.93; ES+: 592.56. 

Example 365 

5 

(racy(lR * 5tf *>3-Acetyl-7-{4-[2-(2;3^ 

diazabicyclo[33.1]iion-6-ene-6-carboxylic acid cyclopropyl-[2-(4-methoxy- 
phenoxy)ethyl] amide formate salt 

10 Synthesized according to typical procedures A and E from bicyclononene AL44 
and acetyl chloride. LC-MS: Rt « 0.92; ES+: 638.58. 

Example 366 

15 (rac)-5-((lR*, 5S*)-H(2-ChIorobenzyl)cycto^^ 
ti™ethylphenoxy)ethyl]pte^ 
pentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL38 
20 and glutaric anhydride. LC-MS: Rt = 0.91 ; ES+: 684.54. 

Example 367 

(rac.y5-((lR *, 55*>6-(BeIlzylcyclop^opylcarbamoyI)-7-{4-[2^2^^tl^methy^ 
25 phenoxy)ethyl]phenyl}-3^-diazabi<yclo[33^1non-6-en-3-yl>-5-oxopentanoic 
acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL39 
and glutaric anhydride. LC-MS: Rt - 0.89; ES+: 650.57. 

30 

Example 368 
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(rac.y5-((lR* f 5iS*)-6-[(2-ChIorobeiizyl)ethy^ 
trimethylphenoxy)cthyl]phenyl}-3^-diazabicyclo[^ 
oxopentanoic acid formate salt 

5 Synthesized according to typical procedures K and E from bicyclononene AL40 
and glutaric anhydride. LOMS: Rt = 0.90; ES+: 672.55. 

Example 369 

10 (rac)-5-((iif*, 55*)-6-[(2-Fluorobenzyl)cyclopropylcarbamoyl]-7-{4-[2-(23^ 
trimethylphenoxy)ethyl]phenyl}-3,9^^ 
pentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL41 
15 and glutaric anhydride. LC-MS: Rt - 0.89; ES+: 668.57. 

Example 370 

(rac)-5-((lR*, 5S*)-6-[(3-Trifluoromethylbenzyl)cyclopropylcarbamoyll-7- 
20 {4-[2-(23,5-trimethy!pheno 

3~yI)-5-oxo-pentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL42 
and glutaric anhydride. LC-MS: Rt = 0.92; ES+: 718.52. 

25 

Example 371 



(rflc)-5-((ijR* 5S*>6-l(2-Methylbenzyl)cyd 
trimethylphenoxy)ethyI]phenyl}-3,9-^ 
30 pentanoic acid formate salt 
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Synthesized according to typical procedures K and E from bicyclononene AL43 
and glutaric anhydride. LC-MS: R» - 0.90; ES+: 664.59. 

Example 372 

5 

(rac)-S-aiR*, 55*)-6-{Cyclopropyl-[2-(4-methoxyphenoxy)ethyl]carbamoyl}- 
7-{4-[2-(2^^trimethylphenoxy)ethyl]phenyl}-3^-diazabicycIo[3.3.1)non-6- 

en-3-yI)-5-oxopentanoic acid formate salt 

10 Synthesized according to typical procedures K and E from bicyclononene AL44 
and glutaric anhydride. LC-MS: R» = 0.89; ES+: 710.56. 

Example 373 

15 {racyS-iilR *, 55*)-6-{Cyclopropyl-I2-(3-methoxyphenoxy)ethyl]carbamoyl}- 
7-{4-[2-(2^^trimethylphenoxy)ethyl]phenyl}-3^-diazabicyclo(33.1]non-6- 

en-3-yI)-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL45 
20 and glutaric anhydride. LC-MS: R» = 0.90; ES+: 710.54. 

Example 374 

(raa>5K(i^%55*)-^{Cyclopropyl-[2-(3-methylphenoxy)ethyl]carbamoyl}-7- 
25 {4-l2-(2^^trimethylphenoxy)ethyl]phenyl}-34>-diazabicyclo[33.1Jnon-6-en- 

3-yI)-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL46 
and glutaric anhydride. LC-MS: R, = 0.92; ES+: 694.57. 



30 



Example 375 
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(rac)-5-((lR*, 55*)-6-[(2-ChlorobenzyI)ethylcarbamoyl]-7-{4-[2-(23»5- 
trimethylphenoxy)ethyl]phenyl}-3^-diazabicyclo[33.11noii-6-en-3-yI)-5- 

oxopentanoic acid methyl ester formate salt 

5 Synthesized according to typical procedures A and E from bicyclononene AL40 
and glutaric acid monomethylester chloride. LC-MS: R* = 0.96; ES+: 686.54. 

Example 376 

10 (rac)-5-((lR*, 55*)-6-[Cyclopropyl-<2-fluorobenzyl)carbamoyl]-7-{4-[2- 
(2^-trimethylphenoxy)ethyIlphenyl}-3,9-diazabicycloI33.1]non-6-en-3-yl)- 
5-oxopentanoic acid methyl ester 

Synthesized according to typical procedures A and E from bicyclononene AL41 
15 and glutaric acid monomethylester chloride. LC-MS: R« = 0.94; ES+: 682.57. 

Example 377 

{rac.y5-i(lR*, 55*)-6-[CyclopropyK2-metbylbenzyI)carbamoyl]-7-{4-[2- 
20 (2^^-trimethylphenoxy)ethyllphenyl>-3,9-diazabicyclo[33.11non-6-en-3-yl)- 
5-oxopentanoic acid methyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL43 
and glutaric acid monomethylester chloride. LC-MS: R« = 0.96; ES+: 678.61. 

25 

Example 378 

(rac)-5-((/il *, 55*)-6-[(2-Chlorobenzyl)cyclopropylcarbamoyl]-7-{4-[2-(23,5- 
tiimethylphenoxy)ethyl]phenyI}-34»-diazabieyclol33.11non-6-en-3-yI)-2> 
30 dimethyl-5-oxopentanoic acid formate salt 
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Synthesized according to typical procedures K and E from bicyclononene A138 
and 2^-dimethylglutaric anhydride. LC-MS: R< - 0.94; ES+: 712.51. 

Example 379 

5 

(rac.)~5-((lR *, 55*)-6^enzylcyclopropylcart^ 
phenoxy)ethyllptaenyi}-3,9-diazaM 
oxopentanoic acid formate salt 

10 Synthesized according to typical procedures K and E from bicyclononene AL39 
and 2,2-dimethylglutaric anhydride. LC-MS: Rt = 0.93; ES+: 678.60. 

Example 380 

15 (rac)-5-((itf*, 5,S*)-6-[(2-Chloroben2yl^ 
ti™ethylphenoxy)ethyl]phen^ 
dimethyi-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL40 
20 and 2^-dimethylglutaric anhydride. LC-MS: Rt = 0.94; ES+: 700.52. 

Example 381 

(rac.)-5-((lR*, J^^-lCyclopropyl^-fluorobenzyOcarbamoyll^-C^P- 
25 (2;3,5-trimethylphenoxy)ethylJpheny^^^^ 

2,2-dimethy 1-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL41 
and 2^-dimethylglutaric anhydride. LC-MS: Rt = 0.93; ES+: 696.57. 

30 

Example 382 
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(rac)-5-((lR*, 55*)-6-[C^clopropyH2-methyIbcii2yI)carbamoyl]-7-{4-[2. 

(233-trimethylphenoxy)ethyl]phen^^ 

2,2-dimethyI-S-oxopentanoic acid formate salt 

5 Synthesized according to typical procedures K and E from bicyclononene AL43 
and 2^-dimethylglutaric anhydride. LC-MS: R* = 0.94; ES+: 692.60. 

Example 383 

10 Ill-Mixture of (rac.)-(3R*)-4-((lR*, 55*)-6-[cyclopropyl-(2-methylben2yl)- 
rarbamoyl]-7-{4-[2-{23^tiimethylpheno^ 

[33.11non-6-eii-3-yl)-23-dihydroxy-4-oxobutyric acid formate salt and (racy 
(3S*)-4-((lR *, 5iS*)-6-Icyclopropyl-(2-methylbenzyI)carbamoyI]-7-{4-[2- 
(2^£-trimethyIphenoxy)ethyl]phenyl}-^ 
15 2,3-dihydroxy-4-oxobutyric acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL43 
and (S,R)-2,3-dihydroxysuccinic anhydride. LC-MS: Rt = 0.87; ES+: 682.57. 

20 Example 384 

(rac.y(lR* 5£*)-3K4-Carbamoylbutyryl)-7-{4^^^^ 

ethyllphenyl}-3^-diazabicyclo[33.11non-6-ene-6-carboxylic acid benzyl- 
cyclopropylamide formate salt 

25 

Synthesized according to typical procedures G and E from bicyclononene AL39 
and 4~carbamoylbutyric acid. LC-MS: R* = 0.87; ES+: 649.59. 



Example 385 

30 
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(rac)-(lR*, 5S*)-3-(4-CarbamoyIbutyr^^ 

ethyllphenyl}-3^-diazabicyc!o{33.11non-6-ene-6-carboxylic acid (2-chIoro- 
beazyl)ethylamide formate salt 

5 Synthesized according to typical procedures G and E from bicyclononene AL40 
and 4-carbamoylbutyric acid. LC-MS: R* = 0.88; ES+: 671 .56. 

Example 386 

10 (ra*)-(lR*, 5^*)-3^4-Carbamoylbutyiyl).7-{4-[2K23^-trimethylphenoxy> 
ethyl]phenyl}-3 > 9-diazabicyclof33.1Jnon-6-ene-6»carboxyIic acid cyclopropyl- 
(2-fluorobenzyI)amide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL41 
15 and 4-carbamoylbutyric acid. LC-MS: Rt = 0.87; ES+: 667-6. 

Example 387 

(rac)-(lR* 9 55*>-7-{4-[3-(2-Bromo-5-fluorophenoxy)propyl]phenyl>-3^- 
20 diazabicyclo[33.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)ethyIamide 
formate salt 

Synthesized according to typical procedure E from bicyclononene AK22. LC- 
MS: R< - 0.84; ES+: 628.36. 

25 

Example 388 



7-{4-[3-(2-Bromo-5-fluorophenoxy)propyl]phenyl}-3^-diazabicyclo[33.11- 
non-6-ene-6-carboxylic acid cyclopropyl-(3,5-dimethoxybenzyl)amide 
30 formate salt 
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Synthesized according to typical procedure E from bicyclononene AK35. L 
MS: Rt - 0.84; ES+: 666.43. 

Example 389 

5 

7-{4-[3-(2-Bromo-5-fmorophenoxy)propyl]phenyl}-3^-diazabicycIo[33.1J- 
non-6-ene-6-carboxyhc acid cyclopropyH2-methylbenzyI)aiiiide formate ss 

Synthesized according to typical procedure E from bicyclononene AK25. 1 
10 MS: R» = 0.85; ES+: 618.41. 



Example 390 



7.{4.p.(2-Bromo-5-fluorophenoxy)propyllphenyl>-3,9-diazabicyclo[33.1]- 
15 non-6-ene-6-carboxylic add cyclopropyl-[2-(4-methoxyphenoxy)ethyl]amide 
formate salt 

Synthesized according to typical procedure E from bicyclononene AK26. LC- 
MS: Rt= 0.84; ES+: 664.43. 

20 

Example 391 

l:l-Mixture of (1R, 55>-7-{4-[3-(2-bromo-5-fluoropbenoxy)propyl]pbenyl}-3- 
((25, 4R)^hydroxypyiroUdme-2-carbonyl)-3^-diazabicyclol33.11non-6-ene- 
25 6-carboxylic acid cyclopropyl-(33-dunethoxybenzyl)amide formate salt and 
(IS, 5Jf)-7-{4-l3-(2-bromo-5-flaorophenoxy)propyl]phenyl}-3-((2S, 4R>-4- 
hydroxypyrroUdine-2^arbonyl>-3^-aiazabicyclo[3.3.1]non-6-ene-6-carboxy- 
lic acid cyclopropyl-(3^-dimetboxybenzyI)amide formate salt 



30 Synthesized according to typical procedures G, E and L from bicyclononene 
AL35 and BOC-L-hydroxyproline. LC-MS: R, - 0.80; ES+: 777.50. 
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Example 392 

(rac.y5~{(lR*, 5S*)-7-{4-[3-(2-Bromo-5-fluorophenoxy)pro^ 
chlorobeii2yl)cyclopropylcarbamoyl]-3^ 
5 oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL20 
and glutaric anhydride. LC-MS: Rt = 0.89; ES+: 752.43. 

10 Example 393 

(rac.y5-{{lR*, 5S*)-7-{4-[3-(2-Bromo-5-fl™^ 
cMorobenzyl)cyclopropylcarbamoyl]-3,9Hli^ 
oxopentanoic acid methyl ester formate salt 

15 

Synthesized according to typical procedures A and E from bicyclononene AL20 
and glutaric acid monomethylester chloride. LC-MS: Rt = 0.95; ES+: 766.42. 

Example 394 

20 

(rac.y5-{(lR*, 5S*)-7-{4-[3-(2-Bromo-5^ 
chlorobenzy0cyc lo P ro Py ,c ^ 
2,2-dimethyl-S-oxopentanoic acid formate salt 

25 Synthesized according to typical procedures K and E from bicyclononene AL20 
and 2^-dimethylglutaric anhydride. LC-MS: Rt - 0.93; ES+: 780.46. 

Example 395 

30 l:l-Mixture of {rac.)-(3R *>4-{(l** 5S*)-7-{4.[3-(2-bromo.5-fluorophenoxy)- 
propyl]phenyl}^[(2-cWorobenzy0cyclopropylcarbamoyl]-3^Hliazabicyclo- 
[33.11non-6-en-3-yl}-23-dihydroxy-4-oxobatyric acid formate salt and (racy 
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{3S*)-4-{{lR*, 55*)-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyI}-<»-[(2- 
cMorobcnzyOcycIopropylcarbamoyl]-3^-diazabicyclo-[3^.1]non-6-en-3-yl}- 
2,3-dihydroxy-4-oxobiityric acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL20 
and mejo-dihydroxysuccinic anhydride. LC-MS: Rt = 0.87; ES+: 770.37. 



Example 396 

10 (rac>5-{(lif*, 55*)-4-[3-(2-Bromo-5-fluorophenoxy)propyl]phenyl}-3-(4- 
carbamoylbutyry!)-3^-diazabicyclo[33.11non-6-ene-6-carboxylic acid (2- 
cblorobenzyl)cyclopropylamide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL20 
1 5 and 4-carbamoylbutyric acid. LC-MS: R, = 0.88; ES+: 751 .44. 



Example 397 



(rac.)-5-i(lR*, 55*>6-(Beiizylcyclopropylcarbamoyl)-7-{4-[3-(2-bromo-5- 
20 fluorophenoxy)propyl]phenyl}-3^-diazabicyclo[33.1]non-6-en-3-yl)-5-oxo- 
pentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL21 
and glutaric anhydride. LC-MS: R, = 0.88; ES+: 718.46. 

25 

Example 398 



(roa)-5-((lJr*, 55*)-6-^enzylcyclopropylcarbamoyl)-7-{4-l3-(2-bromo-5- 
fluorophenoxy)propyl]phenyI}-3^-diazabicyclo[3.3.1Jnon-6-en-3-yl)-5-oxo- 

30 pentanoic acid methyl ester formate salt 
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Synthesized according to typical procedures A and E from bicyclononene AL21 
and glutaric acid monomethylester chloride. LC-MS: R« = 0.93; ES+: 732.49. 

Example 399 

5 

l:l-Mixture of {rac.y(2R* 3S*)-4-((lR*, 55*)-6-0>enzylcyclopropyl- 
carbamoyl)-7-{4-[3-(2-bromo-5-fluorophenoxy)propyllphenyl}-3^-diazabi- 
cydoI33.1]non-6-en-3-yl)-2^-daydroxy-4-oxobutyric acid formate salt and 
(rac.y(2S*, 3R*)-4~({1R*, 5S^-(benzylcyclopropylcarbamoyI)-7-{4-[3-(2- 
10 bromo-5-fluorophenoxy)propylJphenyl}-3^-diazabicyclo[33.11non-6-en-3- 
yl)-23-dihydroxy-4-oxobutyric acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL21 
and (S4V)-2,3-dihydroxysuccinic anhydride. LC-MS: R»= 0.86; ES+: 736.43. 



15 



Example 400 



{rac)-{lR *, 55*)-7-{4-[3-(2-Bromo-5-fluorophenoxy)propyl]phenyl>-3-(4- 
carbamoylbutyryl)-34>-diazabicyclol33.1]non-6Hjne-6-carboxylic acid 
20 benzylcyclopropylamide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL21 
and 4-carbamoylbutyric acid. LC-MS: R» = 0.86; ES+: 717.46. 

25 Example 401 

l:l-Mixture of (rac:)-5-{(iJr* 55:*>7-{4-[3-(2-bromo-5-fluorophenoxy>- 
propyl]phenyl}-6-[((2J?*)-2-hydroxy-2-phenylethyl)methylcarbamoyl]-3> 
diazabicyclo[33.1]non-6-en-3-yl}-5-oxopentanoic acid formate salt and {racy 
30 5-{{lR*, 55*)-7-{4-I3-(2-bromo-5-fluorophenoxy)propyl]phenyl}-6-K(25*)-2- 
hydroxy-2-pbenyIethyl)methylcarbamoylJ-3,9-diazabicyclop.3.1]non-6-en-3- 

yl}-5-oxopentanoic acid formate salt 
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Synthesized according to typical procedures K and E from bicyclononene AL34 
and glutaric anhydride. LC-MS: R» = 0.85 ; ES+: 722.46 

5 Example 402 

l:l-Mixture of (rac)-5-{(!tf* 5.S*)-7-{4-[3-(2-bromo-5-fluorophenoxy)- 
propyl]phenyl}-6-[((2i?*)-2-liydroxy-2-phenyletliyI)methylcarbamoyl]-3^- 
diazabicyclo[3J.llnon-6-en-3-yl}-5-oxopentanoic acid methyl ester formate 
10 salt and (racyS-HlR* 55*)-7.{4-[3-(2-bromo-5-fluorophenoxy)propyl]- 
phenyl}-6-[((2»S*)-2-hydroxy-2-phenylethyl)methylcarbamoyll-3^-diaza- 
bicycl-[33.1]non-6-en-3-yl}-S-oxopentanoic acid methyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL34 
1 5 and glutaric acid monomethylester chloride. LC-MS: R« = 0.88 ; ES+: 736.46 

Example 403 

l:l-Mixture of (rac.yS-{(lR*, 55*)-7-{4-[3-(2-bromo-5-lluorophenoxy)- 
20 propyllphenyl}-6-[((2^*)-2-hydroxy-2-phenylethyl)methylcarbamoyll-34>- 

diazabieyclol33.1]non-6-en-3-yl}-2^-dimethyl-5-oxopentanoic acid formate 
salt and (rac)-S-{(lR*, 5S*>7-{4-[3-(2-bromo-5-fluorophenoxy)propyll- 
phenyl}-6-[((25*)-2-hydroxy-2-phenylethyl)methylcarbamoyll-3^-diaza- 
bicyclo[33.11non-6-en-3-yl}-2^-dimethyl-5-oxopentanoic acid formate salt 

25 

Synthesized according to typical procedures K and E from bicyclononene AL34 
and 2,2-dimethylglutaric anhydride. LC-MS: R, = 0.88 ; ES+: 750.47 

Example 404 

30 

l:l-Mixture of (rac)-(lR*, 5^*>7-{4-[3-(2-bromo-5-fluorophenoxy)propyll- 
phenyl}-3-(4-carbamoyIbutyryl>3^-diazabicycIo[33.11non-6-ene-6-carboxy- 
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lie acid {{2R *)-2-hydroxy-2-phenylethy0methylanude formate salt and {racy 
(1R*, 5iS*)-7-{4^3^2-bromo-5-fluoropheno^ 

moyIbutyiyO-3^-dia2abicyclol33.1]non-6^ne-6-carboxylic acid ((2R *)-2- 
hydroxy-2-phenylethyI)methylamide formate salt 

5 

Synthesized according to typical procedures G and E from bicyclononene AL34 
and 4-carbamoylbutyric acid. LC-MS: Rt = 0.82 ; ES+: 721.46 

Example 405 

10 

l:l-Mixture of (rac.y(3R*)-5-{{lR* 55 , *)-7-{4-[3-(2-bromo-5-fluorophenoxy)- 
propyl]pbenyl}^I(2^hloroben^^iyclopropylcarbamoyl)-3^diazabicycl^ 
[33.1]non-6-^n-3-yl}-3-hydroxy-5-oxopentanoic acid formate salt and (rac)- 
(3S*)-5-{(lR *, 55*)-7-{4-l3-(2-bromo-5-fluorophenoxy)propyllphenyl}-6-[(2- 
15 chlorobenzyl)cyclopropylcarbamoyl]-34>^ 
3-hydroxy-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene 
AL20 and 3-(^rr-butyldimethylsilyloxy)glutaric anhydride. LC-MS: Rt = 0.88 ; 
20 ES+: 768.40 

Example 406 

l:l-Mixture of (rac)-(3R*)-5-((lR*, 55*)-6-(benzylcycIopropylcarbamoyl)-7- 
25 {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}-3,9-diazabicyclo[33dInon- 
6-en-3-yl)-3-hydroxy-5-oxopentanoic acid formate salt and (raaHiiS^-S- 
((2J?*, 55*>6-(benzyliyclopropylcarbamoyl)-7-{4-[3-(2-bromo-S-fluoro- 
phenoxy)propyl]phenyl}-3,9^iazabicyclo[33.11non-6-en-3-yl)-3-hydroxy-5- 
oxopentanoic acid formate salt 

30 
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Synthesized according to typical procedures K, E and L from bicyclononene 
AL21 and 3-(/erf-butyldimethylsilyloxy)glxitaric anhydride. LC-MS: R* = 0.86 ; 
ES+: 734.47 

5 Example 407 

(rac.y{lR* 9 5SVMM2^2-CMoro-4£-dimethylpte 

diazabicyclo[33.1]non-6-ene^carboxy!ic acid [2-(2-chlorophenyI)etliyll- 
cyclopropylamide formate salt 

10 

Synthesized according to typical procedure E from bicyclononene AK65. LC- 
MS: Rt - 0.84 ; ES+: 620^45 

Example 408 

15 

(rac.)-(lR* t 5,y*H-{4-[2K2-Chloro^^-dimethylphenoxy)ethoxy]phenyI}-3,9- 
diazabicyclo[33.11non-6-ene-6-carboxylic acid cyclopropyl-(33-dimethoxy- 
benzy O^mide formate salt 

20 Synthesized according to typical procedure E from bicyclononene AK70. LC- 
MS: Rt - 0.84 ; ES+: 7632.32 

Example 409 

25 {racJ)-(lR*, 55*)<7-{4-[2-<2-Chloro^^-dimethylphenoxy)etlioxy]phenyl}-3^ 
diazabicyclo[33.11non-6-ene-6-carboxyUc acid cyclopropyl-<p-toluyl- 
ethyl)amide formate salt 

Synthesized according to typical procedure E from bicyclononene AK71. LC- 
30 MS: Rt = 0.85 ; ES+: 600.29 

Example 410 
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{rac)-{lR*, 5iS*>-3-Acetyl-7-{4-[2-(4-bromophciioxy)ethoxylphenyl}-3^- 
diazabicyclo[33.1]non-6-ene-6-carboxyIic acid (2-chlorobenzyI)cyclopropyl- 
amide formate salt 

5 

Synthesized according to typical procedures A and E from bicyclononene AL73 
and acetyl chloride. LC-MS: R* = 0.90 ; ES+: 664.33 

Example 411 

10 

(raa)-(iJ?*, 5S*)-3-Acetyl-7-{4-[2-(4-bromopheno^r)ethoxy]pheiiyl}-3^- 
diazabicyclo[33,l]non-6-ene-6-carboxylic acid cyclopropyl-(3,5-dimetboxy- 
benzyl)amide formate salt 

15 Synthesized according to typical procedures A and E from bicyclononene AL85 
and acetyl chloride. LC-MS: R< = 0.88 ; ES+: 690.36 

Example 412 

20 (rac)-5-{(lR*, 5£*)-7-{4-[2-(4-Bromophenoxy)ethoxylpb^ 
benzy9cyclopropylcarbamoyl]-3^^ 

pentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL73 
25 and glutaric anhydride. LC-MS: R, - 0.87 ; ES+: 736.3 1 

Example 413 

(rac}-5-((lR*, 55*>6-(Bemcylcyclopropylcarbamoyl>-7-{4-[2«-(4-bromo- 
30 phenoxy)ethoxy]phenyl}-3^iazabicyclo[33.1]non-6-en-3-yl)-5-oxopenta- 
noic acid formate salt 
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Synthesized according to typical procedures K and E from bicyclononene AL74 
and glutaric anhydride. LC-MS: Rt = 0.85 ; ES+: 702.33 

Example 414 

5 

(rac)-5-{(lR*, 55*)-7-{4-l2-(4-Bromophenoxy)ethoxy]phenyl}-6-[cyclopropyl- 
(2-lluorobenzyl)carbamoyl]-3^-diazabicyclo[3.3.11non-6-en-3-yl}-5-oxo- 

pentanoic acid formate salt 

10 Synthesized according to typical procedures K and E from bicyclononene AL76 
and glutaric anhydride. LC-MS: R« = 0.86 ; ES+: 720.33 

Example 415 

15 (rac}-S-{(.lR*, 55>7-{4-[2-(4-Bromophenoxy)ethoxylphenyl}-6-Icyclopropyl- 
(3-tiifluoromethylbeiizy0carbamoyl]-3,9-diazabicyclol33.1]non-6-en-3-yl}-5- 

oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL77 
20 and glutaric anhydride. LC-MS: R» = 0.89 ; ES+: 770.27 

Example 416 

(rac)-5-{(lR*, 55*>7-{4-[2-(4-Bromophenoxy)ethoxy]phenyl}-6-[cyclopropyl- 
25 (2-methylbeiizyI)carbamoyll-3,9-diazabicycloI33.1]non-6-en-3-yl}-5-oxo- 

pentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL78 
and glutaric anhydride. LC-MS: R« = 0.87 ; ES+: 716.34 

30 



Example 417 
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(rac.yS'{{lR*, 55*)-7-{4-|2-<4-Bromophenoxy)ethoxylphenyl}-6-{cyclo- 
propyl[2K3,4-dimethylphenoxy)ethyllcarbamoyl}-34>-diazabicycloP.3.1Jiion- 

6-en-3-yl}-5-oxo-pentanoic acid formate salt 

5 Synthesized according to typical procedures K and E from bicyclononene AL80 
and glutaric anhydride. LC-MS: R» = 0.90 ; ES+: 760.37 

Example 418 

10 (rac)-5-{(lR*, 55*)-7-{4-[2-(4-Bromophenoxy)ethoxylphenyl}-6-{[2-(2- 
chlorophenyI)ethyl]cyclopropylcarbamoyl}-3^-diazabicycloI33.1Jnon-6-en- 
3-yl}-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL81 
15 and glutaric anhydride. LC-MS: R, = 0.88 ;ES+: 750.31 

Example 419 

(racy5-{{JR*, 55*)-7-{4-l2-(4-Bromophenoxy)ethoxy]phenyl}-6-{cyclo- 
20 P ropyl[2-(4-fluoropbenyI)ethylJcarbamoyl}-3^-diazabicyclo[33.1]non-6-en- 
3-yl}-5-oxo-pentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL83 
and glutaric anhydride. LC-MS: R« = 0.87 ; ES+: 73434 

25 

Example 420 

(rac.y5-{{lR *, 55*)-7-{4-[2-<4-Bromophenoxy)etboxy]phenyl}-6-{cyclo- 
propyl-[2-(2-methyIphenyl)ethyl]carbamoyl}-3^-diazabicyclo[33.1]non-6-en- 

30 3-yl}-5-oxopentanoic acid formate salt 
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Synthesized according to typical procedures K and E from bicyclononene AL84 
and glutaric anhydride. LC-MS: R» = 0.88 ; ES+: 730.37 

Example 421 

5 

(racy5-{(lR*, 55*)-7-{4-l2-(4-Bromophenoxy)ethoxylphenyl}-6-[cycIopropyl- 
(3^dimethoxybenzyI)carbamoyI]-3^-diazabicyclo[3.3.1]non-6-en-3-yl}-5- 

oxopentanoic acid formate salt 

10 Synthesized according to typical procedures K and E from bicyclononene AL85 
and glutaric anhydride. LC-MS: R» = 0.86 ; ES+: 762.31 

Example 422 

15 (racy-5-{{lR*, J^^-7-{4-[2-(4-Bromophenoxy)ethoxy]phenyl}-6-{cyclo- 
propyl-I2-(4-methylphenyl)ethyl]carbamoyl}-3^-diazabicyclo[33.1Jnon-6-en- 

3-yl}-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL86 
20 and glutaric anhydride. LC-MS: R» = 0.88 ; ES+: 730.37 

Example 423 

{rac.)-5-{(lR*, 5^*)-7-{4-[2-(4-Bromophenoxy)ethoxylphenyl}-6-IcycIopropyl- 
25 (2-fluorobenzyl)carbamoyll-3^-diazabicyclo[33.1Jnon-6-en-3-yl}-2^- 
dimethyl-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL76 
and 2>dimethylglutaric anhydride. LC-MS: Rt = 0.89 ; ES+: 748.35 

30 

Example 424 
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(rac)-S-((lR * AS*)-7-{4.l2^4-Bromophcnoxy)ethoxy]phenyl}-6-{[2-(2- 
cMorophenyI)ethylJcyclopropylcarbamoyl}-^^ 
3-yI)-2,2-dimethyl-5-oxopentanoic acid formate salt 

5 Synthesized according to typical procedures K and E from bicyclononene AL81 
and 2,2-dimethylglutaric anhydride. LC-MS: Rt « 0.91 ; ES+: 778.33 

Example 425 

10 (rac.y5-((lR *, 5 4 y*)-7-{4-[2-(4-Bromophenoxy)ethoxy]phenyl}-6-{cyclopropyl- 
[2-(23-dilluorophenyl)ethyIlc^rbamoyl}-3,9Hliazabicyclo[33.11non-6-en-3- 
yI)-2,2-dimethyl-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL82 
15 and 2^-dimethylglutaric anhydride. LC-MS: Rt = 0.91 ; ES+: 780.36 

Example 426 

(rac)-5-((2 R *, 5iS*)-7-{4-[2-(4-Bromophenoxy)ethoxy]phenyl}-6-{cyclopropyl- 
20 [2-(2-methylphenyl)ethyl]carbamoyI}-3^-diazabicyclo[33.1]non-6-en-3-yl)- 
2*2-dimethyl-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL84 
and 2£-dimethylglutaric anhydride. LC-MS: Rt = 0.92 ; ES+: 7758.39 

25 

Example 427 

(rac)-5-{(JjR *, 5S*)-7-{4-[2-(44$romophenoxy)ethoxy]ph^ 
(3,5-dimethoxybenzyI)carbamoyl]-3^-diazabicyclo[33.1]non-6-en-3-yl}-2 > 2- 
30 dimethyI-5-oxopentanoic acid formate salt 
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Synthesized according to typical procedures K and E from bicyclononene AL85 
and 2^-dimethylglutaric anhydride. LC-MS: R« = 0.89 ; ES+: 790.39 

Example 428 

5 

(rac)-5-((lR*, 55*)-7-{4-I2-(4-Bromoplienoxy)ethoxy]phenyl}-6-{cyclopropyl- 
t2-(4-methylphenyI)ethyllcarbamoyl}-3^-diazabicydo[33.11non-6-en-3-yI)- 
2£-dimethyl-5-oxopentanoic acid formate salt 

10 Synthesized according to typical procedures K and E from bicyclononene AL86 
and 2^-dimethylglutaric anhydride. LC-MS: Rt = 0.91 ;ES+: 758.38 

Example 429 

15 (rac.y{lR*, 5iS*)-7-{4-[2-(4-Bromophenoxy)ethoxy]phenyl}-3-(4-carbamoyl- 
butyryl)-3^-diazabicyclo[33.11non-6-ene-6-carboxyUc acid benzyl- 
cyclopropylamide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AI/74 
20 and 4-carbamoylbutyric acid. LC-MS: Ri = 0.85 ; ES+: 735.34 

Example 430 

(rac)-(lR*, 55^*)-7-{4-[2-(4-Bromophenoxy)ethoxy]phenyl}-3-(4-carbamoy^ 
25 butyry0-3,9-diazabicyclo[33.1Jnon-6-ene-6-carboxylic acid (2-chIorobenzyl>- 
ethylamide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL75 
and 4-carbamoylbutyric acid. LC-MS: Rt - 0.85 ; ES+: 723.32 

30 

Example 431 
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(rac)-(lR*, 5iS*)-7-{4-[2-(4-Bromophenoxy)ethoxy]pheny^3-(4-carbamoyl- 
butyry!)-3^-^azabicyclop3.11iioii-6-cne-6-carboxylic acid cyclopropyl-(2- 
fluorobenzyI)amide formate salt 

5 Synthesized according to typical procedures G and E from bicyclononene AL76 
and 4-carbamoylbutyric acid. LC-MS: Rt = 0.84 ; ES+: 719.33 

Example 432 

10 {rac)-(lR*, 5iS*>7-{4-[2-(4-Bromophenoxy)ethory]phenyl}-3-(4-carbamoyI- 
butyryl)-3^-diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclopropyi-[2- 
(4-methoxyphenoxy)ethyl]amide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL79 
15 and 4-carbamoylbutyric acid. LC-MS; Rt = 0.84 ; ES+: 761 .34 

Example 433 

{rac.y{lR*> 5^*)-7-{4-I2-(4-Bromophenoxy)ethoxylphenyl}-3-(4-carbamoyl- 
20 butyryl)-3,9-diazabicyclo[33.11non-6-ene-6-carboxylic acid [2-(2-chloro- 
phenyl)ethyl]cyclopropylamide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL81 
and 4-carbamoylbutyric acid. LC-MS: Rt = 0.86 ; ES+: 749.32 

25 

Example 434 

(racyilR*, 5S*H-{^[^(^ Brom °P bcno ^ 

butyryl)-3,9-diazabi4ycIo[33.1]non-6-ene-6-carboxylic acid cyclopropyl-(3,5- 
30 dimethoxybenzyl)amide formate salt 
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Synthesized according to typical procedures G and E from bicyclononene AL85 
and 4-carbamoylbutyric acid. LC-MS: R, - 0.84 ; ES+: 761.35 

Example 435 

5 

{rac.y(lR* 9 55*>-7-{4-I2-(4-Bromophenoxy)ethoxyJphenyI}-3-(4-carbamoyl- 
butyryI)-3^-diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclopropyl-[2- 
(2-hydroxyethyl)benzyl]amide formate salt 

10 Synthesized according to typical procedures G and E from bicyclononene AL87 
and 4-carbamoylbutyric acid. LC-MS: Rt = 0.80 ; ES+: 745.40 

Example 436 

15 (rac.y{*R* 55^7-{4-[2-(2-Chloro-4^-dimethylphenoxy)ethoxy]phenyl}-3- 
formyl-3,9-diazabicycloI33.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl>- 
ethylamide formate salt 

Synthesized according to typical procedure E from bicyclononene AK57. 
20 Obtained as side-product after purificytion by HPLC. LC-MS: Rt = 0.91 ; ES+: 
622.25 

Example 437 

25 (rac.y{lR*> 55*)-7-{4-[2K2-ChlonH4,5-dimethylphenoxy)ethoxy]phenyI}-3- 
formyl-3,9-diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclopropyl-(2-o- 
to!ylethyI)amide formate salt 

Synthesized according to typical procedure E from bicyclononene AK68. 
30 Obtained as side-product after purification by HPLC. LC-MS: Rt = 0.92 ; ES+: 
628.31 
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Example 438 

{ra*y(lR*, 55*H-{^[M2-CWoro^,5^imethylphenoxy)ethoxy]phenyl}-3^ 
formyl-3^-diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclopropyl-(3,5- 
5 dimethoxybenzyI)amide formate salt 

Synthesized according to typical procedure E from bicyciononene AK70. 
Obtained as side-product after purification by HPLC. LC-MS: R* = 0.90 ; ES+: 
660.30 

10 

Example 439 

(rac)-(l R * 5S*)-3-Acetyl-7-{4-[2^2-chloro^ 

phenyl}-33-diazabicyclo[33.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)- 
15 cyclopropylamide formate salt 

Synthesized according to typical procedures A and E from bicyciononene AL56 
and acetyl chloride. LC-MS: R* - 0.93 ; ES+: 648.37 

20 Example 440 

(rac.y(lR*, 55>3-Acetyl-7-{4-[2K2-Chloro^,5-dimethyIphenoxy)ethoxyl- 
phenyl}-3,9-diazabicyclo[33.1]non-6-ene-6-carboxylic acid (2-chlorobenzyI)- 
ethylamide formate salt 

25 

Synthesized according to typical procedures A and E from bicyciononene AL57 
and acetyl chloride. LC-MS: R t = 0.92 ; ES+: 636.37 

Example 441 

30 
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(rac)-(lR* 9 SS>3-AcclyI-7-{4H3K^ 

phenyl}-3^-diazabicyclo[33.1]non-6-ene^-carboxyBc acid cydopropyl-(2- 
fluorobenzyI)amide formate salt 

5 Synthesized according to typical procedures A and E from bicyclononene AL58 
and acetyl chloride. LC-MS: Rt = 0.90 ; ES+: 632.41 

Example 442 

10 (rac.y{lR*, 5£*)-3-Acetyl-7-{4-[2-(2-chloro^^ 

phenyl}-3,9-diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclopropyl-(2- 
methylbenzyl)amide formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL60 
15 and acetyl chloride. LC-MS: Rt = 0.91 ; ES+: 628.43 

Example 443 

(rac.y(lR*, 55*)-3-Acetyl-7-{4-[2-(2-chIoro-4,5-dimethylphenoxy)ethoxy]- 
20 phenyl}-3^-diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclopropyl-<3,5- 
dimethoxybenzyl)amide formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL70 
and acetyl chloride. LC-MS: R t = 0.91 ; ES+: 674.44 

25 

Example 444 

(rac.y(lR* 5£*)-3-Acetyl-7-{4-l2-(2-cM^ 

phenyl}-3^-diazabicyclo[33.1]non-6-ene-6-carbo^lic acid cyclopropyl-(2-/>- 
30 tolylethyI)amide formate salt 



WO 03/093267 



387 



PCT/EP03/03721 



Synthesized according to typical procedures A and E from bicyclononene AL71 
and acetyl chloride. LC-MS: R, = 0.92 ; ES+: 642.44 

Example 445 

5 

(rac.)-5-({lR *, 55*)-6-[(2-ChlorobenzyI)cycIopropylcarbamoyll-7-{4-[2-(2- 
cUoro^^imethylphenoxy)ethoxy]phenyl}-34>-diazabicyclo[3J.llnon-^n- 

3-yI)-5-oxopentanoic acid formate salt 

10 Synthesized according to typical procedures K and E from bicyclononene AL56 
and glutaric anhydride. LC-MS: Rt - 0.90 ; ES+: 720.36 

Example 446 

15 {rac)~S-({lR*, 55*)-6-I(2-CWorobenzyl)ethylcarbamoyll-7-{4-[2-(2-chloro- 
4^dimethylphenoxy)ethoxy]phenyl}-3^)-diazabicycloI33.1]non-6-en-3-yl)-5- 

oxo-pentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL57 
20 and glutaric anhydride. LC-MS: R» = 0.89 ; ES+: 708.35 

Example 447 

(rac)-S-{(lR*, 55*)-7-{4-l2-(2-Chloro-4^-dimethylphenoxy)ethoxy]phenyl}- 
25 6-[cyclopropyl-(2-fluorobenzyl)carbamoyll-3^-diazabicyclo[3.3.11non-6-en-3- 

yl}-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL58 
and glutaric anhydride. LC-MS: R, = 0.88 ; ES+: 704.37 

30 

Example 448 
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{rac)-S-{(lR*, 5£*)-7-{4-[2-(2-CMoro^^d^ 
6-[cycIopropyH3-trffluoromethylben^ 
non-6-en-3-yl}-5-oxopentanoic acid formate salt 

5 Synthesized according to typical procedures K and E from bicyclononene AL59 
and glutaric anhydride. LOMS: R< = 0.91 ; ES+: 745.38 

Example 449 

10 {racy5-{(lR*, 5S*)-7-{4-[2-(2^hloro^,5-dimethyIphe 
6-[cyclopropyl-(2HnethylbenzyI)carbamo^ 
3-yl}-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL60 
15 and glutaric anhydride. LOMS: R« = 0.89 ; ES+: 700.41 

Example 450 

(rac.y5-((lR*, ^*)-7-{4-I2-(2-Cailoro^,S-dimethylphenoxy)ethoxy]phenyl}-6- 
20 {cyclopropyI-I2-(4-methoxyphenoxy)ethyl]carbamoyl}-3^-diazabicyclo- 
[33.1]non-6-en-3-yl)-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL61 
and glutaric anhydride. LC-MS: Rt » 0.88 ; ES+: 746.42 

25 

Example 451 

(rac)-S-((lR*, 55*)-7-{4-[2-(2-Chloro-4^-dimethylphenoxy)ethoxy]phenyl}-6- 
{cyclopropyl-[2-(3-methoxypheno^)ethylJcarbamoyl}-3^-diazabicyclo- 
30 [33.1]non-6-en-3-yI)-5-oxopentanoic acid formate salt 
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Synthesized according to typical procedures K and E from bicyclononene AL62 
and glutaric anhydride. LC-MS: Rt = 0.88 ; ES+: 746.41 

Example 452 

5 

(^flc:)-5-((li^^55*H-{^[2K^Uoro^,5-dimethylphenoxy)ethoxy]phenyl}-6- 
{cyclopropyl-[2-(3-methylphenoxy)ethyl]cai*amoyl}-3^-diazabicyclo[33.11- 
non-6-en-3-yl)-5-©xopentanoic acid formate salt 

10 Synthesized according to typical procedures K and E from bicyclononene AL63 
and glutaric anhydride. LC-MS: R« = 0.91 ; ES+: 730.44 

Example 453 

15 (rac.y5-[(lR*, 5^*)-7-{4-[2-(2-Cliloro-4^-dimethylplienoxy)ethoxy]pbenyl}-6- 
(cyclopropylphenethylcarbamoyl)-3^)-diazabicyclo[33.1]non-6-en-3-yll-5- 

oxo-pentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL64 
20 and glutaric anhydride. LC-MS: R* = 0.88 ; ES+: 700.41 

Example 454 

(rac;>5-((JJ^^55*)-7-{4-^2-(2-CMoro-4^-dunethylphenoxy)ethoxylphenyl}-6- 
25 {[2-(2-chlorophenyI)ethyllcyclopropyl-carbamoyl}-3,9-diazabicyclo[3.3.1)- 
non-6-en-3-yl)-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL65 
and glutaric anhydride. LC-MS: Rt = 0.90 ; ES+: 734.39 

30 

Example 455 
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{cydopropyl-[2K2;5-dffiuoro^ 
non-6-en-3-yI)-5-oxopentanoic acid formate salt 

5 Synthesized according to typical procedures K and E from bicyclononene AL66 
and glutaric anhydride. LC-MS: Rt = 0.90 ; ES+: 736.41 

Example 456 

10 (rae.y-S-({lR*, 55*)-7-{4-[2^2-CUorq-4,5Mlimethylphenoxy)etho^ 

{<yclopropyl-[2K4-fluoropheny0ethyl]carbamoyl}-3^iazabicyclo[33.1]- 

non-6-en-3-yl)-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL67 
15 and glutaric anhydride. LC-MS: Rt = 0.89 ; ES+: 71 8.40 

Example 457 

(rac}-5-{(lR *, 55*)-7-{4-[2-(2-CUoTO-4^-dimethylphenoxy)ethoxylphenyl}^- 
20 {cyclopropyl-[2-(2-methylphenyI)eth^^ 

non-6-en-3-yl)-5-oxopentaiioic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL68 
and glutaric anhydride. LC-MS: Rt = 0.90 ; ES+: 714.43 

25 

Example 458 

(rac.y5-{{lR*, 5S*)-7-{4-l2-(2-Chloro-4£-dime^ 
6-[cyclopropyl-(3£-dimethoxybenzyI)w^ 
30 6-en-3-yI}-5-oxopentanoic acid formate salt 
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Synthesized according to typical procedures K and E from bicyclononene AL70 
and glutaric anhydride. LC-MS: R* = 0.89 ; ES+: 746.41 

Example 459 

5 

(rac)-S-({lR *, 55"*)-7-{4-l2-(2-Chloro-4^-dimetliylphenoxy)ethoxy]phenyl}-6- 
{cyclopropyl-[2-(4-methylphenyI)ethyIlcarbamoyl}-3^-diazabicycloI33.1]- 
non-6-en-3-yl)-5-oxopentanoic acid formate salt 

10 Synthesized according to typical procedures K and E from bicyclononene AL71 
and glutaric anhydride. LC-MS: R* = 0.90 ; ES+: 714.41 

Example 460 

15 (rac)-5-((lR*, 55*)-6-[(2-Chlorobenzyi)cyclopropylcarbamoyll-7-{4-I2-(2- 
chloro^^imethylphenoxy)ethoxy]phenyl}-3^-diazabicyclo[33Jlnon-6^n- 

3-yl)-5-oxopentanoic acid methyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL56 
20 and glutaric acid monomethylester chloride. LC-MS: Rt = 0.95 ; ES+: 734.37 

Example 461 

(racyS-dlR % 55*)-6-l(2-Chlombenzyl)ethylcarbamoyl]-7-{4-[2-(2-chloro- 
25 4^imethylphenoxy)ethoxy)phenyl}-3^HliazabicycIo[33.1Jnon-6-en-3-yl)-5- 

oxopentanoic acid methyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL57 
and glutaric acid monomethylester chloride. LC-MS: Rt = 0.94 ; ES+: 722.37 

30 

Example 462 
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{raay-5-{(lR*, 5^*)-7-{4-[2-<2-ChIoro-4^-dimethylphenoxy)ethoxylphcnyl}- 
6-[cydopropyl-(2-flnorobeii^I)carbamoyl]-3^^^ bi «y clo l 3 - 3 - 1 l ,lon " 6 ^ n " 3 ' 
yl}-5-oxopentanoic acid methyl ester formate salt 

5 Synthesized according to typical procedures A and E from bicyclononene AL58 
and glutaric acid monomethylester chloride. LC-MS: Rt = 0.93 ; ES+: 71 8.40 

Example 463 

10 (rac}-5~{(lR*, 55*>7-{4-I2-(2-Chloro-4^-dunethylphenoxy)ethoxy)phenyl}- 
6-[cyclopropyH3-trifluoromethylbeiizyl)carbamoyl]-3^-diazabicyclo[33.1]- 
non-6-en-3-yl}-5-oxopentanoic acid methyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL.59 
15 and glutaric acid monomethylester chloride. LC-MS: Rt - 0.96 ; ES+: 768.38 



Example 464 

(rac.yS-{(lR *, 55*>7-{4-[2-(2-Chloro-4^-dimethylphenoxy)ethoxy]phenyl}- 
20 6-IcyclopropyH2-methylbenzy0carbamoyl]-3^-diazabicyclo[33J]non-6-en- 

3-yl}-5-oxopentanoic acid methyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL60 
and glutaric acid monomethylester chloride. LC-MS: Rt = 0.94 ; ES+: 714.43 

25 

Example 465 

(rac.)-5-[(IJl%55>7-{4-[2H2-CMoro^^-dimethylphenoxy)ethoxy]phenyl}-6- 
(cyclopropylphenethylcarbamoyI)-3^-diazabicyclo[33.1]non-6-en-3-yl]-5- 
30 oxopentanoic acid methyl ester formate salt 
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Synthesized according to typical procedures A and E from bicyclononene AL64 
and giutaric acid monomethylester chloride. LC-MS: R< = 0.93 ; ES+: 714.41 

Example 466 

5 

(rac)-S-({lR *, 55*)-7-{4-[2K2-CMoro^^^imethylphenoxy)etho3ylphenyl}-6- 
{[2-(2-cMorophenyl)ethyl]cyclopropylcarbamoyl}-3^-diazabicyclo[33.11non- 
6-en-3-yl)-5-oxopentanoic acid methyl ester formate salt 

10 Synthesized according to typical procedures A and E from bicyclononene AL65 
and giutaric acid monomethylester chloride. LC-MS: Rt = 0.93 ; ES+: 748.39 

Example 467 

15 (rac)-5-((iJ?% 5£*)-7-{4-[2^^ 

{[2-(23-difluorophenyl)etbyl]cycIopropylcarbamoyl}-3^-diazabicyclo[3J.l]- 

non-6-en-3-yl)-5-oxopentanoic acid methyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL66 
20 and giutaric acid monomethylester chloride. LC-MS: Rt = 0.94 ; ES+: 750.40 

Example 468 

(racJ)-5-((lR*, 55*)-7-{4-I2^2-Chloro-4^imethylphenoxy)ethoxylphenyl}-6- 
25 {[2^4-fluorophenyI)ethyllcyclopropylcarbamoyl}-3,9-diazabicyclol33.1]non- 
6-en-3-yl)-5~oxopentanoic acid methyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL67 
and giutaric acid monomethylester chloride. LC-MS: Rt = 0.93 ; ES+: 732.44 

30 

Example 469 
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(rac)-5-((lR* 55 r *)-7-{4-[2-(2-Cliloro^^dimethyIphenoxy)etho^]phenyl}^ 
{l2^2-methyIphenyl)ethyI]cycIopropyIcarbamoyl}-3^-diazabicyclo[33.11non- 
6-en-3-yI)-5-oxopentanoic acid methyl ester formate salt 

5 Synthesized according to typical procedures A and E from bicyclononene AL68 
and glutaric acid monomethylester chloride. LC-MS: Rt = 0.95 ; ES+: 728.45 

Example 470 

10 (rac.)-S-{(lR*, 5*S*)-7-{4-[2-(2-Chloro-4^-dimethyIphenoxy)ethoxy]phenyl}- 
6-[cyclopropyl-(3^Hlimetho^ben^l)carbamoyl]-3^-d]azabicycIo[33.1]non- 
6-en-3-yl}-5-oxopentanoic acid methyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL70 
15 and glutaric acid monomethylester chloride. LC-MS: Rt = 0.93 ; ES+: 760.40 

Example 471 

(rac.>5^(ilf % 5S^7-{4-[2^ 
20 {[2-(4-methylphenyI)ethylJcyclopropyIcarbamoyl}-3^-diazabicyclo[33.1]non- 
6-en-3-yI)-5-oxopentanoic acid methyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL71 
and glutaric acid monomethylester chloride. LC-MS: R* = 0.95 ; ES+: 728.43 

25 

Example 472 

(rac)-5-({lR*, 5S*)-6-[(2-Chlorobenzyl)cyclopropylcarbamoyl]-7-{4-[2-(2- 
chloro^^-dimethylphenoxy)ethoxy]phenyl}~3 9 9-diazabicyclo[33.1]non-6-en- 
30 3-yl>2,2-dimethyl-5-oxopentanoic acid formate salt 
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Synthesized according to typical procedures K and E from bicyclononene AL56 
and 2^-dimethylglutaric anhydride. LC-MS: R* = 0.93 ; ES+: 748.40 

Example 473 

5 

(rac.y-5-{(lR*, 5iS>6-[(2-CWorobeiizyI)ethylcarbamoyll-7-{4-[2-(2-chloro- 
4^-dmiethylphenoxy)ethoxy]phenyl}-3^-diazabicyclol33.11non-6-en-3-yl)- 
2,2-dimethyI-S-oxopentanoic acid formate salt 

10 Synthesized according to typical procedures K and E from bicyclononene AL.57 
and 2,2-dimethylglutaric anhydride. LC-MS: R» = 0.93 ; ES+: 736.42 

Example 474 

15 (rac)-5-{(lR*, 55'*)-7-{4-[2-(2-Chloro-4^-dimethylphenoxy)ethoxy]phenyl}- 
6-lcyclopropyK2-fluorobenzyI)carbamoyll-34>-diazabicyclo[3.3.1Inon-6-en-3- 
yl>-2^l-dimethyI-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL58 
20 and 2^-dimethyIglutaric anhydride. LC-MS: R, = 0.91 ; ES+: 732.45 

Example 475 

(rac)-S-{{lR *, 5S*)-7-{4-[2-(2-Chloro-4^-dimethylphenoxy)ethoxy]phenyl}- 
25 6-[cyclopropyl-(2-metbylbenzyI)carbamoyl]-3,9-diazabicyclo[33.11non-6-en- 
3-yl}-2^-dimethyl-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL.60 
and 2,2-dimethylglutaric anhydride. LC-MS: R* = 0.93 ; ES+: 728.48 

30 

Example 476 
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(rac.}-5-[(lR * 55*)-7-{4-[2-(2-C^oro^^dimethylphenoxy)ethoxy]phenyl}-6. 
(cyc!opropylphenethylcarbamoyl)~3^-diazabicyclo[33 
dimethyl-5-oxopentanoic acid formate salt 

5 Synthesized according to typical procedures K and E from bicyclononene AL64 
and 2^-dimethylglutaric anhydride. LC-MS: Rt = 0.92 ; ES+: 728.49 

Example 477 

10 (rac)-5-((lR*, 5-S*)-7-{4-[2-(2-Chloro-4,5-dimethylphenoxy)ethoxy]phenyl}-6- 
{[2^2-chlorophenyl)ethylJcyclopropyIcarbamayl}-3 > 9-diazabicyclo[3.3.1]non- 
6-en-3-yl)-2^-dimethyl-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL65 
15 and 2,2-dimethylglutaric anhydride, LC-MS: Rt « 0.93 ; ES+: 762.42 

Example 478 

(rac.yS-{(lR*, 5iS*)-7-{4-[2K2-Chloro^^dimethylphenoxy)ethoxylphenyl}-6- 
20 {[2-<2^3-difluorophenyl)ethyllcycIopropylcarbamoyl}-3^"diazabicycIo[33.1]- 
non-6-en-3-yI)-2£-dimethyl-5-oxopentanotc acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL66 
and 2,2-dimethylglutaric anhydride. LC-MS: Rt = 0.93 ; ES+: 764.44 

25 

Example 479 

(rac)-5-({lR*, 55*>7-{4-[2-(2^hloro-4^imethylphenoxy)etho3ylphenyl}-6- 
{[2-(4-fluorophenyI)ethyl]cyclopropyIcarbamoyl}-3,9-diazabicyclo[3.3.1]non- 
30 6-en-3-yl>2,2-dimethyI-5-oxopentanoic acid formate salt 
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Synthesized according to typical procedures K and E from bicyclononene AL67 
and 2£-dimethylglutaric anhydride. LC-MS: R* = 0.92 ; ES+: 746.48 

Example 480 

5 

(rac)-5-((ifl *, 55*)-7-{4-[2K2-Chloro^^Hiimethylphenoxy)ethoxy]phenyl}-6- 
{[2-(2-methylphenyl)ethyllcyclopropylcarbamoyl}-3^-diazabicyclo[33.1]non- 
6-en-3-yI)-2£-dimethyl-5-oxopentanoic acid formate salt 

10 Synthesized according to typical procedures K and E from bicyclononene AL68 
and 2^-dimethylglutaric anhydride. LC-MS: R< - 0.93 ; ES+: 742.51 

Example 481 

15 (rac)-5-{(lR*, 5,S*)-7-{4-l2-(2-Chloro^^dimetM 
6-[cyclopropyI-(3£Hlmethoxybem 
6^n-3-yl}-2£-dimethyl-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AI/70 
20 and 2^-dimethylglutaric anhydride. LC-MS: R, = 0.92 ; ES+: 774.45 

Example 482 

(rac.yS-((lR*, 5S^7-{4-[2-<it<^ 
25 {[2-(4-methylphenyI)ethylJcycloprop^^ 

6-en-3-yl)-2£-dimethyl-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL71 
and 2,2-dimethylglutaric anhydride. LC-MS: Rt = 0.93 ; ES+: 742.51 

30 

Example 483 
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(rac)-(JR*, 55*>3K4-Carbamoylbutyiyi)-7-{4-[2-(2-cliloro-4^-dimethyl- 
phenoxy)ethoxylphenyl}-3^-diazabicyclo[33.1]non^ne-6-carboxylic acid 
(2-chlorobenzyI)cycIopropylamide formate salt 

5 Synthesized according to typical procedures G and E from bicyclononene AL56 
and 4-carbamoylbutyric acid. LC-MS: R» = 0.88 ; ES+: 719.43 

Example 484 

10 {rac.y{lR*, 55*)-3-(4-Carbamoylbutyryl)-7-{4-[2-(2-chloro-4^-dimethyl- 
phenoxy)ethoxy]phenyl}-34>-diazabicyclo[33.1]non-6-ene-6-carboxyUc acid 
(2-chlorobenzyl)ethylamide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL57 
15 and 4-carbamoylbutyric acid. LC-MS: Rt = 0.87 ; ES+: 707.39 

Example 485 

(rac.y(lR*, 55'*)-3K4^arbamoylbutyryI)-7-{4-[2-(2-chloro-4 > 5-dimethyl- 
20 P henoxy)ethoxylphenyI}-3^-diazabicyclol3J.llnon-6-ene-6-carboxyUc acid 
cyclopropyl-(2-fluorobenzyOamide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL58 
and 4-carbamoylbutyric acid. LC-MS: Rt = 0.86 ; ES+: 703.43 

25 

Example 486 



(rac.y(lR*, 55*>-3-(4-Carbamoylbutyryl)-7-{4-l2-(2-chloro-4^-dimethyl- 
phenoxy)ethoxyJphenyl}-3^-diazabicyclol33.1)non-6-ene-6-carboxylic acid 
30 cyclopropyl-(3-trifluoromethylbenzyl)amide formate salt 



WO 03/093267 



399 



PCT/EP03/03721 



Synthesized according to typical procedures G and E from bicyclononene AL59 
and 4-carbamoylbutyric acid LC-MS: R* = 0.89 ; ES+: 753.44 

Example 487 

5 

(rac)-(lR*, 5£*>3-(4-CarbamoyIbutyiyI>^^ 

phenoxy)ethoxyJphenyl}-3^-<Iiazabicyclo[33.11non-6-ene-6-carboxylic acid 
cyclopropyl-(2-methy!benzyI)amide formate salt 

10 Synthesized according to typical procedures G and E from bicyclononene AL60 
and 4-carbamoylbutyric acid. LC-MS: R* = 0.87 ; ES+: 699.47 

Example 488 

15 (rac)-(lR*, 5iS*)-3-(4^arbamoylbutyiyl)-7-{4-l2-(2-chloro^^dimethyU 
phenoxy)ethoxy]phenyl}-3^-diazabicyclo[33.1]non-6-ene-6-carboxylic acid 
cyclopropyl-[2-(4-methoxyphenoxy)ethyl] amide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL61 
20 and 4-carbamoylbutyric acid. LC-MS: Rt « 0.86 ; ES+: 745.46 

Example 489 

(rac.y{lR * 5,S*)-3-(4-CarbamoyIbutyiy^ 
25 phenoxy)ethoxylphenyl}-3,9-diazabicyclo[33.1}non-6-ene-6-carboxylic acid 
1 cyclopropylphenethylamide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL64 
and 4-carbamoylbutyric acid. LC-MS: R* = 0.86 ; ES+: 699.44 

30 

Example 490 
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(rac.y(lR* 5£*)-3-(4-CarbamoylbutyiyI)-7-^ 

phenoxy)ethoxy]phenyl}-3^-di^ acid 
[2-(2-chlorophenyI)ethyl]cycIopropyIamide formate salt 

5 Synthesized according to typical procedures G and E from bicyclononene AL65 
and 4-carbamoylbutyric acid. LC-MS: R* = 0.88 ; ES+: 733.42 

Example 491 

10 (rac.y{lR* 9 5S>3K4-Carbamoylbutyiyl)-7~{4-[2-(2-chloro-43-dimethyl- 
phenoxy)ethoxy]phenyl}-3^-diazabicyclo[33.1Jiion-6-ene-6-carboxylic acid 
cyclopropy!-I2-{23"difluorophenyl)ethyl]amide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL66 
15 and 4-carbamoylbutyric acid. LC-MS: Rt = 0.88 ; ES+: 735.43 

Example 492 

(rac)-(llt*, 5iS*)-3<4-Carbamoylbutyryl)-7-{4-l2^2^hloro^^-dimethyl- 
20 phenoxy)ethoxy]phenyl}-3^-diazabicyclo[3J.l]non-6-ene-6-carboxylic acid 
cyciopropyl-[2-(4-fluorophenyI)ethyl]amide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL67 
and 4-carbamoylbutyric acid. LC-MS: R< = 0.87 ; ES+: 717.43 

25 

Example 493 



(rac.y(lR*, 55^3-(4-Carbamoylbntyry0-7-{4-I2^2-chloro^,5^imethyN 
phenoxy)ethoxylphenyl}-3^-diazabicyclo[33.1]non-6-ene-6-carboxyKc acid 
30 cyclopropyl-(2-o-tolylethyl)amide formate salt 
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Synthesized according to typical procedures G and E from bicyclononene AL68 
and 4-carbamoylbutyric acid- LC-MS: R« - 0.88 ; ES+: 713.46 

Example 494 

5 

(racy-iJR*, 55*)-3^4-Carbamoylbutyiyl)-7-{4-I2K2-cbloro-4^dimethyl- 
phenoxy)ethos^]phenyl}-3^Hliazabicyclo[33J]non-6^ne-6-carboxylic acid 
cycIopropyl-(3^-dimethoxybenzy0amide formate salt 

10 Synthesized according to typical procedures G and E from bicyclononene AI/70 
and 4-carbamoylbutyric acid. LC-MS: Rt = 0.87 ; ES+: 745.45 

Example 495 

15 (racyQR*, 55*)-3<4-Carbamoylbutyiyl)-7-{4-[2K2-cUon>^^-dimethyl- 
phenoxy)ethoxy]phenyl}-3^-diazabicyclo[33.1]non-6-ene-6-carboxylic acid 
cyclopropyl-(2-p-tolylethyl)amide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL.71 
20 and 4-carbamoylbutyric acid. LC-MS: R, = 0.88 ; ES+: 713.46 

Example 496 

l:l-Mixture of (raa)-(3JI*)-5-((i**, 55*)-6-[(2-chlorobenzyl)cyclopropyl- 
25 carbamoylJ-7-{4-[2-(2-chloro-4^-dimethylphenoxy)ethoxy]phenyl}-3,9-diaza- 
bicyclo[33.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid formate salt and 
{rac.y(3S*)-S-({lR*, 55*)-6-I(2-chlorobenzyl)cyclopropyl-carbamoyl]-7-{4-[2- 
(2-chloro-4^imethylpbenoxy)ethoxylphenyl}-3,9-diazabicyclo[33.1]non-6- 

en-3-yI)-3-hydroxy-5-oxopentanoic add formate salt 

30 
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Synthesized according to typical procedures K, E and L from bicyclononene 
AL56 and 3</e^butyldimethylsilyloxy)glutaric anhydride. LC-MS: Rt = 0.88 ; 
ES+: 736.43 

5 Example 497 

l:l-Mixture of (rac)-(3R*)-5-{{lR*, 55*)-6-l(2-chIorobenzyl)ethyl- 
carbamoyl]-7-{4-[2-(2-cliloro-4^-dimethylphenoxy)ethoxylphenyl}-34»-diaza- 

bicycloI33.1]-non-6-en-3-yl>-3-hydroxy-5-oxopentanoic acid formate salt and 
10 (racH3S*)-5-i{lR* t 5S*)-6-K2-chlorobenzyl)ethylcarbamoyl]-7-{4-[2-(2- 
chloro-4,5-dimethylphenoxy)ethoxy)phenyl}-3^-diazabicyclol33.1]-non-6-en- 
3-yI)-3-hydroxy-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene 
15 AL57 and 3-(re^butyldimethylsilyloxy)glutaric anhydride. LC-MS: Rt = 0.87 ; 
ES+: 724.40 

Example 498 

20 lil-Mixture of (rac.y<3R*yS-{{lR*, 55*)-7-{4-[2-(2-chloro-4^-dimethyl- 
phenoxy)ethoxy]pbenyl}-6-lcyclopropyl-(2-iluorobenzyI)carbamoyll-3,9- 
diazabicyclol33.1]non-6-en-3-yl}-3-hydroxy-5-oxopentanoic acid formate salt 
and (racy<3S*>5-{( JR *> 5^*)-7-{4-[2-(2-chloro-4^-dimetbylphenoxy)- 
ethoxy]phenyl}-6-[cycIopropyl-(2-fluorobenzyl)carbamoyl]-3^-diazabicyclo- 

25 {33.1]non-6-en-3-yl}-3-hydroxy-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene 
AL58 and 3-(re^butyldhnethylsilyloxy)glutaric anhydride. LC-MS: Rt = 0.86 ; 
ES+: 720.43 

30 

Example 499 
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l:l-Mixture of (racM***)-5-«'**> 55*>7-{4-[2-(2-chloro-4^-dimethyI- 
phenoxy)ethoxy]phenyl}-^[cyclopropyl-(3-*rifluoromethylbeiizyI)- 
carbamoyl]-3^azabicydo[33a]non-6^ii-3-yl}-3-hydroxy-5-oxopentanoic 
acid formate salt and (rac)-(5.S*)-5- {(!**, 5ST*V7-{4-l2-(2-chIoro-4,5- 

S dimethylphenoxy)ethoxy]phenyl}-©-tcyclopro^^ 

carbamoyl]-34)-diazabicycl-ol33.1]non-«-en-3-yl}-3-hydroxy-5-oxopeiitanoic 

acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene 
10 AL59 and 3-(/cr/-butyldimethylsilyloxy)glutaric anhydride. LC-MS: R* = 0.89 ; 
ES+: 770.40 



Example 500 



15 l:l-Mixture of (rac.M^*)-5-((J**, 55*)-7-{4 [2-(2-cbJoro-4^-dimethyl- 
phenoxy)ethoxylphenyI}-6-{cyclopropyl-I2-(4-methoxyphenoxy)ethyl]- 
carbamoy^3^-diazabicyclo[33.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic 

acid formate salt and (rac.M^*>5-<(2**, 55*>-7-{4-[2-(2-cbloro^ 
dimethylphenoxy)etboxy]phenyl}-6-{cyclopropyl-[2-(4-methoxyphenoxy)- 
20 ethyllcarbamoyl}-34>-diazabicyclo[33.1]non-6-en-3-yI)-3-hydroxy-5- 
oxopentanoic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene 
AL61 and 3-(/er/-butyldimethylsilyloxy)glutaric anhydride. LC-MS: Rt = 0.86 ; 
25 ES+: 762.46 



Example 501 



l:l-Mixture of (racH3R*yS-[{JR*, 55*)-7-{4-l2-(2-chloro-4^-dimethyl- 
30 phenoxy)ethoxy]phenyl}-6-(cyclopropyIphenethylcarbamoyI)-3^-diaza- 

bicyclo[3.3.1]non-6-en-3-yl]-3-bydroxy-5-oxopentanoic add formate salt and 
(r«c.)-(5.S*)-5-[(J J R*, 5^*)-7-{4-[2-(2-chloro-4^-dimethylphenoxy)ethoxy]- 
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phenyl}^K^cIopropyIphenethyto 
3-yI]-3-hydroxy-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K, B and L from bicyclononene 
5 AL64 and 3<terf-butyldime^^ LC-MS: Rt = 0.86 ; 

ES+: 716.46 

Example 502 

10 l:l-Mixtare of (rac.y(3R*yS-{{lR*, 55>7-{4-I2K2-chloro-4^-dimethyl- 
phenoxy)ethoxyJphenyl}-^{[2-<2-cliloroplienyI)ethyllcyclopropylcarbamoyl}- 
3^-diazabicycloI33.1)non-6-en-3-y0-3-hydroxy-5-oxopentanoic acid formate 
salt and (rac)-(3R*yS-((lR* 5S*>7-{4-[2-(2-chloro^l,5-dimethylphenoxy)- 
ethoxy]phenyl}^-{[2-(2-chloropheiiyI)ethyl]cyclopropylcarbamoyl}--3,9- 

15 diazabicyclo[33.1]non-6-en-3-yl>-3-hydro^-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene 
AL65 and 3-(/er/-butyldimethylsilyloxy)glutaric anhydride. LC-MS: Rt = 0.88 ; 
ES+: 750.41 

20 

Example 503 

l:l-Mixture of (rac)-(3R*y5-((lR* 55*)-7.{4.[2-(2-Cliloro-4^dimethyl- 
phenoxy)ethoxyJphenyl}-6-{cyclopropyI-[2-(2^KlifluorophenyOethylJ- 
25 carbamoyI}-3^-diazabicyclo[33.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic 
acid formate salt and {rac)-(3S*y5-((lR* 5S*>7-{4-[2-(2^hloro-4,5- 
dimethylphenoxy)ethoxy)phenyl}^{cyc^ 

ethyl]carbamoyl}-3,9^iazabicyclo[33.1]non-6-en-3-yl>3-hydroxy-5- 
oxopentanoic acid formate salt 

30 
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Synthesized according to typical procedures K, E and L from bicyclononene 
AL66 and 3K^^butyldimethylsilyloxy)glutaric anhydride. LC-MS: R| = 0.88 ; 
ES+: 752.45 

5 Example 504 

l:l-Mixture of (ffl^H^^S-P^ 55*)-7-{4-[2-(2-chloro-4 > 5-dimethyl- 
phenoxy)ethoxy]phenyl}-6-{cyclopropyl-[2-(4-£hiorophenyl)ethyIJ- 
carbamoyl}-3,9-diazabicyclo[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic 
10 acid formate salt and (ra*)-(3S*)~5-((lR*, 55*>-7-{4.[2-(2-chIoro-4^- 
dimethyIphenoxy)ethoxy]phenyl}-6-{cyclopropyl-[2-(4-fluorophenyl)ethyl]- 
rarbamoyl}-3^-diazabi<^do[33.1]non-6-en~^ 
acid formate salt 

15 Synthesized according to typical procedures K, E and L from bicyclononene 
AL67 and 3-(rer/-butyldimethylsilyloxy)glutaric anhydride. LC-MS: R* = 0.87 ; 
ES+: 734.47 

Example 505 

20 

l:l-Mixture of {rac.y-(3R*yS-((lR*, 5^*)-6-[(2-chloroben2y0cyclopropyi- 
rarbamoyll-7-{4-[3-(23,6-trifluorophenoxy)pro^ 

[3.3.11non-6-en-9-yI)-3-hydroxy-5-oxo-pentanoic acid formate salt and (rac.)- 
(3S*y5-((lR*, 5£*)^[(2H>hIoroben2yI)^ 
25 trifluorophenoxy)propyI]phenyl}-3^-diazabicyc^^ 
hydroxy-5-oxo-pentanoic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene BC 
and 3-(^rr-butyldimethylsilyloxy)glutaric anhydride. LC-MS: R* - 0.88 ; ES+: 
30 726.32 



Example 506 
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{rac}-5-((lIt* 5£*)-H(2-CMorobeiizyI)cyd^^ 
trifluorophenoxy)propyl]phenyl}-3^-di^ 
dimethyI-5-oxopentanoic acid formate salt 

5 

Synthesized according to typical procedures K and E from bicyclononene BC and 
2^-dimethylglutaric anhydride. LC-MS: = 0.95 ; ES+: 738.37 

Example 507 

10 

(rac)-4~((lll* 5^*>^[(2-ChlorobeiizyI)cycIopropylcarbamoyl]-7-{4-[3-(2^ ) 6- 
triDuorophenoxy)propylJphenyl}-3,9Hlia2abicyclo[33J]non-6^n-9-yl)-4«oxo- 
butyric acid 

15 Synthesized according to typical procedures K and E from bicyclononene BC and 
succinic anhydride. LC-MS: R* = 0.90 ; ES-f: 69632 

Example 508 

20 {rac.y{lR * 55T*)-7- {4-I3-(23,6-Trifluorophenoxy)propyl]phenyI}-3^-diaza- 
bicyclo[33.11non-6-ene-6,9-dicarboxylic acid 6-[(2-chlorobenzyl)cyclopropyl- 
amide] 9-dimethylamide formate salt 

Synthesized according to typical procedures A and E from bicyclononene BC and 
25 dimethylcarbamoyl chloride. LC-MS: Rt = 0.94 ; ES+: 667.38 

Example 509 

(rac.)-(lR* 5iS*)^[(2-ChIorobenzyl)<yclopropylcarbamoyll-7-{4-[3-(2^,6- 
30 trilluorophenoxy)propyl]phenyl}-3 > 9-diazabicyclo[33.11non-6-ene-9- 
carboxylic acid methyl ester formate salt 



WO 03/093267 



407 



PCT/EP03/03721 



Synthesized according to typical procedures A and E from bicyclononene BC and 
methyl chloroformate. LC-MS: Rt = 0.96 ; ES+: 654.34 

Example 510 

5 

(raa)-(iJR*, 5S*)-6-[(2-ChlorobenzyI)cyclopropy^ 

trifluorophenoxy)propyl]phenyl}-3^^ 

carboxylic acid ethyl ester formate salt 

10 Synthesized according to typical procedures A and E from bicyclononene BC and 
ethyl chloroformate. LC-MS: Rt = 0.98 ; ES+: 668.37 

Example 511 

15 (rac.y3-lClR*, 5£*HH( 2 -Chlorobenzyl)cyc 
(2£,6-trifluoropbenoxy)propyfl 

carbonyl)amino] propionic acid ethyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene BC and 
20 ethyl 4-isocyanatopropionate. LC-MS: Rt = 0.95 ; ES+: 739.36 

Example 512 

l:l-Mixture of (rac.y(3R*)-5-{{lR* 55r*)-7-{4-l2-(2-chloro^l^-dimethyl- 
25 phenoxy)etboxylphenyl}^[cyclopropy^ 

bicyclo[3.3.1]non-6-en-3-yl}-3-hydroxy-5-oxopentanoic acid and (rac>(55*)- 
5-{(i**, 55*)-7-{4-[2-(2-chloro-4^dimethylphenoxy)ethoxyIphenyl}-6- 
[cyclopropyl(2-o-tolylethyl)carbam 
3-hydroxy-5-oxopentanoie acid 

30 
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Synthesized according to typical procedures K, E and L from bicyclononene 
AL68 and 3-(/er/-birtyldimethylsUyloxy)glutaric anhydride. LC-MS: Rt = 0.88 ; 
ES+: 730.49 

5 Example 513 

l:l-Mixture of (raaX^*)-5-{(7* *, 55*)-7-{4-[2-(2-chloro-4 f 5-dimethyl- 
phenoxy)ethoxy]phenyl}^[cyclopropyH3^^imethoxybenzyl)carbamoylJ- 
3,9-diazabicyclo[33.1]non-6-en-3-yl}-3-hydroxy-5-oxopentanoic acid formate 
10 salt and {rac)-(3S*}-5-{(lR*, 5£*)-7-{4-[2-(2-chloro^,5-d^ 

ethoxy]phenyl}^{cycIopropyH3,5-^imethoxyben2yl)carbamoyl]-3^-diaza- 
bicydo[33.1]non-6-en-3-yl}-3-hydroxy-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene 
15 AL70 and 3-(/er/-butyIdimethylsilyloxy)glutaric anhydride. LC-MS: Rt = 0.87; 
ES+: 762.47 

Example 514 

20 l:l-Mixture of (rac.y(3R*y5-{(lR* 5£*)-7-{4-l2^2-chloro^£-dimethyl- 
phenoxy)ethoxy]phenyl}^[cyclopropyl(2-p-tolylethyl)carbamoyl]-3^-diaza- 
bicyclo[3,3.1]non-6-en-3-yl}-3-hydroxy-5-oxopentanoic acid formate salt and 
(rac)-(3S*y5~{(lR* 5^>7-{4-[2-<2-chloro-4 9 5-dimethyIphenoxy)ethoxy]- 
phenyl}-6-[cyclopropyl(2^tofyletfayl)carbamoyl]-3 > 9-diazabicyclo[33.1]non- 

25 6-en-3-yl}-3-hydroxy-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K, E and L from bicyclononene 
AL71 and 3-(rerr-butyldimethylsilyloxy)glutaric anhydride. LC-MS: Rt = 0.88 ; 
ES+: 730.49 

30 

Example 515 
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l:l-Mixture of {1R, 55)-7-{4-[2-(2-cliloro-4,5-dimethylphenoxy)ethoxy]- 
phenyl}-3-((25, 4«)-4-hydroxypyrrolidine-2-carbonyl)-3^-dia2abicyclo- 
[33.1]non-6-ene-6-carboxylic acid (2-cWorobenzyl)cycIopropylamide formate 
salt and (IS, 5iJ)-7-{4-[2-(2-chloro-4^-dimethylphenoxy)cthoxy]phenyl}-3- 
5 ((25, ^10^hydroxypyiroBdme-2-carbonyl>3^iazabicycH33.11non-6-ene- 
6-carboxylic acid (2-cblorobenzyl)cyclopropylamide formate salt 

Synthesized according to typical procedures G, E and L from bicyclononene 
AL56 and BOC-L-hydroxyproline. LC-MS: R4 - 0.81 ; ES+: 791.37 

10 

Example 516 

l:l-Mixtnre of (lit, 55)-7-{4-[2-(2-chloro-4^-duiiethylphenoxy)ethoxy]- 
phenyl>-3-((2S, 4K)^hydroxypyrroUdme-2-carbonyI)-3^-diazabicyclo- 
15 [3.3.11non-6-ene-6-carboxyUc acid cyclopropyK2-nietbylbeiizyl)amide 
formate salt and (IS, 5 J R)-7-{4-[2-(2-chloro-4^-dimethylphenoxy)ethoxyl- 
phenyl}-3-((2-S, 4«)-4-hydroxypyrrolidnie-2-carbonyI)-3^-diazabicyclo- 
[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-(2-methylbenzyl)amide. 
formate salt 

20 

Synthesized according to typical procedures G, E and L from bicyclononene 
AL60 and BOC-L-hydroxyproline. LC-MS: R< = 0.81 ; ES+: 699.45 

Example 517 

25 

(racYilR*, 55>3-Acetyl-7-{4-[2-(2^^-trimethylphenoxy)ethyIlphenyl}-34>- 
diazabicycIo[33.1]non-6-ene-6-carboxylic acid cyclopropylphenethylamide 
formate salt 

30 Synthesized according to typical procedures A and E from bicyclononene AL47 
and acetyl chloride. LC-MS: R» = 0.92 ; ES+: 592.52 
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Example 518 

{rac)-{lR*, 5^>3-Acetyl-7-{4-[2^2^,5-trimethyIphenoxy)ethyl]phenyl}-3^- 
diazabicyclo[33.1Jnon-6-ene-6-carboxyIic acid [2-(2-cblorophenyI)ethyll- 
5 cyclopropylamide formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL48 
and acetyl chloride. LC-MS: R« = 0.94 ; ES+: 626.51 

10 Example 519 

(rac)-(lR*, 55*)-3-Acetyl-7-{4-[2K23^trimethylphenoxy)ethyllphenyl}-3^- 
diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclopropyW2-(2,3-difraoro- 
phenyl)ethyl]amide formate salt 

15 

Synthesized according to typical procedures A and E from bicyclononene AL49 
and acetyl chloride. LC-MS: Rt = 0.93 ; ES+: 628.54 

Example 520 

20 

(rac.)-{lR*, 55*>3-Acetyl-7-{4-l2-(2^^trimethylphenoxy)ethyl]phenyl}-3^- 
diazabicyclo[33.11non-6-ene-6-carboxylic acid cyclopropyl-(3,5-dimeth©xy- 
benzyl)amide formate salt 

25 Synthesized according to typical procedures A and E from bicyclononene AL53 
and acetyl chloride. LC-MS: Rt = 0.92 ; ES+: 638.54 

Example 521 

30 {rac)-{lR*, 5S>3-acetyl-7-{4-l2-(2^^Trimethylphenoxy)ethyIlphenyI}-3^- 
diaz»bicyclo[33.1]non-o-ene-6-carboxyIic acid cyclopropyI-(2Tp-tolylethyI)- 
amide formate salt 
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Synthesized according to typical procedures A and E from bicyclononene AL54 
and acetyl chloride. LC-MS: R» = 0.94 ; ES+: 606.54 

5 Example 522 

{racHIR*, 55*>3-Acetyl-7-{4-[2-(23^trimethylphenoxy)ethyllphenyl}-3^- 
diazabicyclo[33.1]non-6-ene-6-carboxyUc acid cyclopropyl-[2-<2-hydroxy- 
ethyl)benzyl}amide formate salt 

10 

Synthesized according to typical procedures A and E from bicyclononene AL55 
and acetyl chloride. LC-MS: R* = 0.87 ; ES+: 622.55 

Example 523 

15 

(racyilR*, 55r*)-3-AcetyI-7-{4-I2-(2-chloro-4^-dimethylphenoxy)ethoxy]- 
phenyl}-3,9-diazabicyclo[33.11non-6-ene-6-carboxyUc acid cyclopropyl-[2-(2- 
hydroxyethyI)benzyI]amide formate salt 

20 Synthesized according to typical procedures A and E from bicyclononene AL72 
and acetyl chloride. LC-MS: Rt = 0.85 ; ES+: 658.47 

Example 524 

25 {rac.y5-i{lR*, 5S*)-6-(C^clopropylphenethyIcarbamoyI^ 
trimethylphenoxy)ethyl]phenyl}-3^ 
oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL47 
30 and glutaric anhydride. LC-MS: Rt = 0.90 ; ES+: 664.56 



Example 525 



WO 03/093267 



412 



PCI7EP03/03721 



(racyS-dlR*, 55*>6-{[2-(2-ChlorophenyI)ethyl]cyclopropylcarbainoyI}-7-{4- 
[2<23^trimethylphenoxy)ethyl]phenyl}-3^a2abicyclo[33Jlnon^en-3^ 

yl)-5-oxopentanoic acid formate salt 

5 

Synthesized according to typical procedures K and E from bicyclononene AL48 
and glutaric anhydride. LC-MS: R*= 0.91 ; ES+: 698.45 



Example 526 

10 

(rac)-S-({lR*, 55*)-6-{Cyclopropyl-[2-(23-difluorophenyl)ethyllcarbamoyl}- 
7-{4-I2^23^trlmethylphenoxy)ethyllphenyl}0^-diazabicyclo[33.1]non-6- 

en-3-yI)-5-oxopentanoic acid 

15 Synthesized according to typical procedures K and E from bicyclononene AL49 
and glutaric anhydride. LC-MS: R« = 0.90 ; ES+: 700.50 



Example 527 

20 {rac.y*-((lR*, 55*)-6-{Cyclopropyl-t2-(4-fluorophenyl)ethyllcarbamoyl}-7 
{4-l2-(233-trimethylpbenoxy)emyllphenyl}-3,9^azabicyclop3.1]non-^ 

3-yI)-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL5i 
25 and glutaric anhydride. LC-MS: R< = 0.90 ; ES+: 682.54 



Example 528 

(rac.y5-i(lR*, 5S*)-6-[Cyclopropyl-(2^tolylem^^ 
trimethylphenoxy)emyl]phenyl}-3,9-d^ 

pentanoic acid 
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Synthesized according to typical procedures K and E from bicyclononene AL51 
and glutaric anhydride. LC-MS: Rt = 0.91 ; ES+: 678.55 

Example 529 

5 

l:l-Mixture of (raa)-5-((iJ? * 55*>6-IcyclopropyK(2if*)-2-hydroxy-2- 
phenylethyI)carbamoyI)-7-{4-[2-(2^,5-tiimethylphe0Oxy)e 
diazabicyclo[33Jlnon-6-en-3-yf)-5-oxopentanoic acid formate salt and {racy 

5-((Jl?*, 5tf*)-Hcyclopropyl-((2S*^ 
10 {4^2^2,3,5-trimethylphenoxy)ethyfl^ 
3-yl)-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL52 
and glutaric anhydride. LC-MS: R* = 0.85 ; ES+: 654.50 

15 

Example 530 

(rac.y5-({lR* 9 55^-6-[Cyclopropyl-(3,5-dimethoxyben2yl)carbamoyl]-7-{4- 
[2^2;3^trimethyIphenoxy)ethyllphen^ 
20 yl)-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL53 
and glutaric anhydride. LC-MS: Rt = 0.879 ; ES+: 710.50 

25 Example 531 

(rac.y5-({lR*, 55^-6-[C^dopropyH2-/^tolylethyI)carbamoyl)-7-{4-[2-(23^- 
trimethylphenoxy)ethyl]phenyl}-3^-diazabicycloI3.3.1]non-6>en-3-yI)-5-oxo- 

pentanoic acid formate salt 

30 

Synthesized according to typical procedures K and E from bicyclononene AL54 
and glutaric anhydride. LC-MS: R« « 0.91; ES+: 678.56 
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Example 532 

(rac)-5-({lR*, 5S*)-6-{C*cIopropyl^ 
5 {4-l2^23^trimettaylphenoxy)ethyI^ 
3-yI)-5-oxo-pentanoic acid 

Synthesized according to typical procedures K and E from bicyclononene AL55 
and glutaric anhydride. LC-MS: Rt = 0.85 ; ES+: 694.53 

10 

Example 533 

(rac)-5-((lR* SS^7-{4-P^2*Chto^ 
{cyclopropyl-[2-(2-hydroxyethyI)ben^ 
IS non-6-en-3-yl)-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL72 
and glutaric anhydride. LC-MS: Rt = 0.84 ; ES+: 730.46 

20 Example 534 

(rac)-5-((2tf*, 55^^(CyclopropylphenethylcarbamoyI)-7-{4-[2-(23^-tri- 
methyIphenoxy)ethyl]phenyl}-3,9-diazabicyclo[33.11non^n-3«yl^2^Hii- 
methyl-5-oxopentanoic acid formate salt 

25 

Synthesized according to typical procedures K and E from bicyclononene AL47 
and 2,2-dimethylglutaric anhydride. LC-MS: Rt = 0.93; ES+: 692.55 



Example 535 

30 
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(rac.y5-({llt * 55*)^{{2K2^hIorophenyI)ethyl]cyclopropylcarbamoyl}-7-{4* 
[2^23^trimethylphenoxy)ethyl]phenyI}-3 
yI)-2,2-diinethyl-5-oxopentanoic acid formate salt 

5 Synthesized according to typical procedures K and E from bicyclononene AL48 
and 2^-dimethylglutaric anhydride. LC-MS: Rt = 0.95 ; ES+: 726.48 

Example 536 

10 (rac.y5-((lR*, 55^-{C^clopropyl-[2-(23-difluorophenyl)ethyl]carbamoyl}- 
7-{4-[2^23^trimethylphenoxy)ethyI)phenyI}-3^^iazabicyclo[33J]non^ 
en-3-yl)-2,2-dimethyl-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL49 
15 and 2^-dimethylglutaric anhydride. LC-MS: Rt = 0.94; ES+: 728.51 

Example 537 

{rac.yS-((lR*, 55*)-6-{Cyclopropyl-[2-(4-fluorophenyl)ethyl]carbamoyl}-7- 
20 {4-[2-(2^^trimethyIphenoxy)ethylJphenyl}-3 > 9-diazabicyc!o[33.1]non-6-en- 
3-yl)-2,2-dimethyl-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene ALSO 
and 2^-dimethylglutaric anhydride. LC-MS: Rt « 0.94; ES+: 710.5 1 

25 

Example 538 

(rac.yS-((lR * 5S*)^-[CtyclopropyH2-0-tolyte^ 

trimethylphenoxy)ethyl]phenyI}-3,9^iazabicyclo[33.1Jnon-6-en-3-yl)-2^2- 
30 dimethyI-5-oxopentanoic acid formate salt 
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Synthesized according to typical procedures K and E from bicyclononene AL51 
and 2^-dimethylglutaric anhydride. LC-MS: Rt - 0.95 ; ES+: 706.54 

Example 539 

5 

(rac}-5-((JR*, ^^-[Cyclopropyl-CS^imethoxybeiizyOcarbamoy 1 ]- 7 -^ 4 - 
l2K23^trimethylphenoxy)ethyl]phenyl}-3^-diazabicyclo[33.1]non-6-en-3- 

yI)-2,2-dimethyI-5-oxopentanoic acid formate salt 

10 Synthesized according to typical procedures K and E from bicyclononene AL53 
and 2^-dimethylglutaric anhydride. LC-MS: R* = 0.93 ; ES+: 738.55 

Example 540 

15 {rac)-5-((lR*, 55*)-^lCyclopropyl-(2- J p-tolylethyl)carbamoyll-7-{4-I2-(2^^- 
trimethylphenoxy)ethyl]pbenyl}-3^-diazabicyclo[33.11non-6-en-3-yl)-2^- 

dimethyl-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL54 
20 and 2^-dimethylglutaric anhydride. LC-MS: R« = 0.95 ; ES+: 706.53 

Example 541 

(rocO-5-((JJr*, 5S^7-{4-[2^^bJoro^^imethylphenoxy)ethoxy]plienyl}-6- 
25 {cyc!opropyl-[2-(2-hydroxyethyl)bei»zyllcarbamoyl}-3^-diazabicycloI33.1]- 
non-6-en-3-yI)-2^-dimethyl-5-oxopentanoic acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL72 
and 2^-dimethylglutaric anhydride. LC-MS: R« = 0.87 ; ES+: 758.46 

30 

Example 542 
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(rac.y(lR*, 55*>3^4-CarbamoylbutyiyI)-7-{4-[2^23,5-trimethyIphenoxy)- 
ethyl]phenyl}-3^-diazabicycloI33.1]non-4Hene-6-carboxyUc acid cyclopropyl- 
phenethylamide formate salt 

5 Synthesized according to typical procedures G and E from bicyclononene AL47 
and 4-carbamoylbutyric acid. LC-MS: Rt = 0.88 ; ES+: 663.55 

Example 543 

10 (rac)-(lR*, 55>3-(4^arbamoylbutyryI>-7-{4-[2K2^,5-trimethylphenoxy)- 
ethyl]pbenyl}-3^-diazabicyclo[33.1Jnon-6-ene-6-carboxyKc acid [2-{2-chloro- 
phenyl)ethyllcycIopropylamide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL48 
15 and 4-carbamoylbutyric acid. LC-MS: Rt = 0.90 ; ES+: 697.49 

Example 544 

(rac)-{lR*, 5S>3K4-CarbamoylbutyiyI>7-{4-[2-(2^,5-trimethylphenoxy)- 
20 ethyl]phenyl}-3,9-diazabicycIoI33.1]non-6-ene-6-carboxyUc acid cyclopropyl- 
I2-(2^-difluorophenyl)ethyllamide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL49 
and 4-carbamoylbutyric acid. LC-MS: Rt = 0.89 ; ES+: 699.49 

25 

Example 545 

(raaHlR *> 55*)-3-(4-CarbamoylbutyryI>7-{4-l2K2^^trimethylphenoxy)- 
ethyl)phenyI}-3^-diazabicyclo[3J.llnon-6-ene-6-carboxylic acid cyclopropyi- 
30 [2-(4-fluorophenyI)ethyl]amide formate salt 
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Synthesized according to typical procedures G and E from bicyclononene ALSO 
and 4-carbamoylbutyric acid. LC-MS: R* - 0.88 ; ES+: 681.54 

Example 546 

5 

(rac.y{lR*, 5S^3K4^arbamoylbuty^ 

ethyllphenyl}-3^-diazabicyclo[33.1]non-6-ene-6-carboxy!ic acid cyclopropyl- 
(3,5-dimethoxybenzyl)amide formate salt 

10 Synthesized according to typical procedures G and E from bicyclononene AL53 
and 4-carbamoylbutyric acid- LC-MS: R* = 0.87 ; ES+: 709.50 

Example 547 

15 (rac.y(lR*, 5iS*)-3K4^arbamoylbutyiy^ 

ethyl]phenyl}-3^-diazabicycIo[33.1]non-6-ene-6-carboxylic acid cyclopropyl- 

(2-p-tolylethyl)amide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL54 
20 and 4-carbamoylbutyric acid. LC-MS: R* = 0.89 ; ES+: 677.57 

Example 548 

(racHJR*, 5S*)-3-(4-Carbamoylbutyi^ 
25 ethyllphenyl}-3^-diazabicyclo[3J-l!non-6-ene-6-carboxylic acid cyclopropyl- 
[2-(2-hydroxyethyl)benzyl]amide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL55 
and 4-carbamoylbutyric acid. LC-MS: Rt - 0.83 ; ES+: 693.53 

30 

Example 549 
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(ratuHlR*, 5S>3-(4-Carbamoylbu^ 

phenoxy)ethoxyJphenyl}-3^-diazabicyc^ acid 
^clopropyl-[2^2-hydroxycthyI)beii2yI]amide formate salt 

5 Synthesized according to typical procedures G and E from bicyclononene AL72 
and 4-carbamoylbutyric acid. LC-MS: R* - 0.82 ; ES+: 729.48 

Example 550 

10 (r*c:)-Acetic acid (1R* 5S*)-2K2-{[(3-acetyl-7-{4^ 
phenoxy)ethynphenyl}-3^-diazabicyclo[3^ 
propylamino]methyI}phenyl)ethyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL and 
15 acetyl chloride. LC-MS: Rt = 0.93 ; ES+: 664.55 

Example 551 

(rflc)-Acetic acid (1R* 55*)-2K2-{[(3-acetyl-7-{4-[2-(2-chloro^^imethyl- 
20 pheno^)ethoxylphenyI}-3^-diazabicyclo[33.1Jnon-6-ene-6-carbonyl)cyclo- 
propylamino]methyl}phenyl)ethyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL72 
and acetyl chloride. LC-MS: R< = 0.91 ; ES+: 700.44 

25 

Example 552 



(raaH^R *> 55*)-7-{4<[2^3 > S-Tiimethylphenoxy)ethyl]phenyl}-3^-diaza- 
bicyc!o[33.1]non-6-ene-6-carboxylic acid cyclopropyl-[2-(4-fluorophenyI)- 
30 ethyl]amide formate salt 
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Synthesized according to typical procedure E from bicyclononene AK50. LC- 
MS: R, = 0.86 ; ES+: 568.50 

Example 553 

5 

{ra*H*X* 5iS*)-7-{4-[2^2,3^Trime^ 

bicycloP^^llnon^-ene-^carboxylic acid cyclopropyI-(3,5-dimethoxybeiizyI)- 
amide formate salt 

10 Synthesized according to typical procedure E from bicyclononene AK53. LC- 
MS: R< = 0.85 ; ES+: 596.53 

Example 554 

1 5 (raa)-Acetic acid (1R *, 5*S*)-2-(2-{[(3-acetyl-7-{4-12-(4-bromophenoxy)- 
ethoxy]phenyl}-3,9^iazabiiyclo[33.1]non-6"ene^-carbonyl)cyclopropyl- 
amino]methyI}phenyl)ethyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL87 
20 and acetyl chloride. LC-MS: R* = 0.89 ; ES+: 716.35 

Example 555 

1:1 Mixture of (rac)-5-{(2J?*, 55'*)-7-{4-I2-(2-chIoro-4^-dimethylphenoxy)- 

25 ethoxy]phenyl}^[((21?*>2-hydroxy-2-ph^^ 

diazabicyclo[3.3.1]non-6-en-3-yl}-2^-dimethyl-5-oxopentanoic acid formate 
salt and (rac.y5-{(lR* 55*)-7-{4-[2-(2-chIoro-4^-dimethylphenoxy)- 
ethoxy]phenyl}-6-l((2S*>2-hydroxy-2-phenylethyl)methylcarbamoyl]-3,9- 
diazabicyclo[33.11non-6-en-3-yl}-2^-dimethyl-5-oxopentanoic acid formate 

30 salt 
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Synthesized according to typical procedures K and E from bicyclononene AL69 
and 2^-dimethylglutaric anhydride. LC-MS: R* = 0.88 ; ES+: 718.47 

Example 556 

5 

(rac.y(lR*, 55*)-3-Acetyl-7-{4-[3-(2-bromo-5-fluorophenoxy)propyllphenyl}- 
3,9-diazabicyclo[33.11non-6-ene-6-carboxylic acid (2-chlorobeii2yI)cycIo- 
propylamide formate salt 

10 Synthesized according to typical procedures G and E from bicyclononene AL20 
and acetyl chloride. LC-MS: R* = 3.63; ES+: 680.28. 

Example 557 

15 (rac.y(lR*, 55*)-7-{4-l3K2^,6-Trifluorophenoxy)propyllphenyl}-3^-diaza- 
bicycIo[33.1]non-6-ene-6-carboxyiic acid benzylcyclopropylamide formate 
salt 

Synthesized according to typical procedure E from bicyclononene AK3. LC-MS: 
20 Rt = 0.83 ; ES+: 562.38 

Example 558 

(rac)-(lR*, 5S*)-7-{4-l3K23,6-trifl^^ 
25 bicyclo[33.1Jnon-6-ene-6-carboxylic acid (2-chlorobenzyI)ethyIamide 
formate salt 

Synthesized according to typical procedure E from bicyclononene AK4. LC-MS: 
Rt = 0.84;ES+: 584.35 

30 

Example 559 
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(ra&y(lR*, 55>7.{4-[3^2^,6-Trifluorophenoxy)propyI]phcnyl}-3^-diaza- 
bicyclo[33.1]non-6-ene-6-carboxyUc acid cycIopropyl-(2-fluorobenzyI)amide 
formate salt 

5 Synthesized according to typical procedure E from bicyclononene AKS. LC-MS: 
Rt = 0.83;ES+: 580.38 

Example 560 

10 (rac)-(lR*, 5iS*>7-{4.[3-(23»6-Trifluorophenoxy)propyllphenyl}-3^-diaza- 
bicyclo[33.1]non-6-ene-6-carbo^rlic acid cyclopropyH3-trifluoromethyl- 
benzyl)amide 

Synthesized according to typical procedure E from bicyclononene AK6. LC-MS: 
15 R* = 0.86 ;ES+: 630.43 

Example 561 

(rac.y(lR*, 55*)-7-{4-[3-(2^,6-Trifluorophenoxy)propyI]pheiiyl}-3^-diaza- 
20 bicyclo[33.1Jnon-6-ene-6-carboxylic acid cyclopropyl-(2-methylbenzyl)amide 
formate salt 

Synthesized according to typical procedure E from bicyclononene AK7. LC-MS: 
R t = 0.84;ES+: 576.42 

25 

Example 562 

(rac)-(lR* 9 55*)-7-{4-[3-(2^,6-Trifluorophenoxy)propyl)pbenyl}-3^-diaza- 
bicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-[2-(4-methoxy- 
30 phenoxy)ethyl]amide formate salt 
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Synthesized according to typical procedure E from bicyclononene AK8. LC-MS: 
R< = 0.83 ;ES+: 622.45 

Example 563 

5 

(rac.y(lR*> 55*H-{4-l3K2^,6-Trifluoroplienoxy)propyl]phenyl}-3^-diaza- 
bicyclo[3.3.11non-6-ene-6-carboxyUc acid [2-(2-chlorophenyl)ethyI]- 
cyclopropylamide formate salt 

10 Synthesized according to typical procedure E from bicyclononene AK13. LC- 
MS: Rt - 0.86 ; ES+: 610.39 

Example 564 

15 (rac)-(lR *, 55*)-7-{4.[3-(2^,6-Trifluorophenoxy)propyl]phenyl}-3^-diaza- 
bicyclo[33.1]non-^ne-6-carboxylic acid cyc!opropyl-[2-(2,3-difIuoro- 
phenyl)eihyi] amide formate salt 

Synthesized according to typical procedure E from bicyclononene AK14. LC- 
20 MS: Rt = 0.85 ; ES+: 612.44 

Example 565 

(rac.)-(lR*, 55*>7-{4«[3K23,6-Trifluorophenoxy)propyl]phenyl}-3^-diaza- 
25 bicyclo[33*llnon-6-ene-6-carboxylic acid cycIopropyl-(2-o-tolylethyI)amide 
formate salt 

Synthesized according to typical procedure E from bicyclononene AK16. LC- 
MS: Rt = 0.85 ; ES+: 590.42 

30 

Example 566 
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(rac.y(lR* 5iS*>7-{4-l3K2^,6-Trifluorophenoxy)propyI]phcnyl}-3^-diaza- 
bicyclol33.1]non-6-cne-6-carboxyUc acid cydopropyl-(2-i^tolyIethyI)amide 
formate salt 

5 Synthesized according to typical procedures G and E from bicyclononene AK18. 
LC-MS: Rt = 0.85 ; ES+: 590.42 

Example 567 

10 (rac}-(lR*, 55*)-3"Acetyl-7-{4-[3-(2^-difluorophenoxy)propyl]phenyl}-3,9- 
diazabicyclo[33.1]non^ene-6-carboxylic acid (2-*hlorobenzyl)cyclopropyI- 
amide formate salt 

Synthesized according to typical procedures F and E from bicyclononene BB1 and 
15 2,5-difluorophenol. LC-MS: R* = 0.89 ; ES+: 614.40 

Example 568 

(rac)-(lR*, 55*)-3-Acetyl-7-{4-I3-{23-dichIorophenoxy)propyl]pbenyl}-3,9- 
20 diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cycIopropyl- 
amide formate salt 

Synthesized according to typical procedures F and E from bicyclononene BB1 and 
2,3-dichorophenol. LC-MS: R* - 0.94 ; ES+: 654.32 

25 

Example 569 

(rac)-(lR *, 55 r *)-3-Acetyl-7-{443-(2^hloro-5-fluoropbeno3v)propyl]phenyl}- 
3,9-diazabicyclo[33*l]non-6-ene-6-carboxyUc acid (2-cUorobenzyl)cyclo- 
30 propylamide formate salt 
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Synthesized according to typical procedures F and E from bicyclononene BB1 and 
2-chloro-5-fluorophenoL LC-MS: R* = 0.93 ; ES+: 636.36 

Example 570 

5 

(rac)-(lR*, 5S*)-3-Acetyl-7-{4-[3K3-^^ 

3^-diazabicyclo[33.1]non-6-eneH6-carboxyUc acid (2-chlorobenzyI)cyclo- 
propylamide formate salt 

10 Synthesized according to typical procedures F and E from bicyclononene BB1 and 
2-hydroxynicotinonitrile. LC-MS: R* = 0.86 ; ES+: 610.42 

Example 571 

15 (rac)-(lR% 55*H-{4-[3^2^,6-Trifluorophenoxy)propyl]phenyl}-34>-diaza- 
bicyclo[3.3.11non-6-ene-3,6-dicarboxylic acid 6-[(2-chlorobenzyl)cyclopropyl- 
amide] 3-dimethyIamide formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL2 
20 and dimethylcarbamoyl chloride. LC-MS: R< = 0.91 ; ES+: 667.42 

Example 572 

(ra*)-(lR*, 5£>7-{4-[3K23>6-Tri^ 
25 bicyclo[33»l]non-6-ene-3,6-dicarboxyUc acid 6-[(2-chlorobenzyl)cyclopropyl- 

amide] 3-diethylamide formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL2 
and diethylcarbamoyl chloride. LC-MS: Rt = 0.95 ; ES+: 695.44 

30 

Example 573 
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(rac.y{lR*, 55*)^I(2-OilorobeiizyI)cyclopropylcarbamoyl]-7-{4-[3^23i6^ 

triflnorophenoxy)propyllphenyl}-3,9-ffi^ 

carboxylic acid methyl ester formate salt 

5 Synthesized according to typical procedures A and E from bicyclononene AL2 
and methyl chloroformate. LC-MS: R* = 0.91 ; ES+: 654.37 

Example 574 

10 {rac.y{lR*, 5^*)^[(2-CWorobenryl)cyclopropylcarbamoylJ-7-{4^[3-(23,6- 
trifluorophenoxy)propyl]phenyl}-3^-diazabicyclo[33.11non-6-ene-3-carbo- 
xylic acid ethyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL2 
15 and ethyl cMoroformate. LC-MS: R< = 0.93 ; ES+: 668.40 

Example 575 

(rac)-(lR* 5£*)-3-Methanesutfonyl-7-{4^ 
20 phenyl}-3^-diazabicyclo[33.1]non-6-ene-6-carboxylic acid (2-chlorobenzyI>- 
cyclopropylamide formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL2 
and methylsulfonyl chloride. LC-MS: R* - 0.92 ; ES+: 674.37 

25 

Example 576 

(racHIJt*, 5£*)-3-Ethanesulfonyl-7-{4-[^^^ 

phenyl}-3^-diazabicycIo[33.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)- 
30 cyclopropylamide formate salt 
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Synthesized according to typical procedures A and E from bicyclononene AL2 
and ethylsulfonyl chloride. LC-MS: Rt = 0,93 ; ES+: 688.36 

Example 577 

5 

(rac.}-5-((lR* 9 55*)^l(2-CMorobenzy0<yd^ 
trifluorophenoxy)propyllphenyl}-3^ 
pentanoic acid ethyl ester formate salt 

10 Synthesized according to typical procedures A and E from bicyclononene AL2 
and glutaric acid monoethylester chloride. LC-MS: Rt = 0.94 ; ES+: 738.41 

Example 578 

1 5 (rac.y4-((lR *, 5S*)-6-[(2-CMorobenzyl)cyclopro^ 
trifluorophenoxy)propyllphenyl}-3^-diazab^ 
butyric acid formate salt 

Synthesized according to typical procedures K and E from bicyclononene AL2 
20 and succinic anhydride. LC-MS: Rt = 0.87 ; ES+: 696.36 

/ 

Example 579 

(rac)-3-l((lR*, 55*>^[(2-CWorobe£zy0cyclopropylcarbamoyIl-7-{4-I3- 
25 (23,6-trifluorophenoxy)propylJpte 

carbonyl)amino]propionic acid ethyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene AL2 
and ethyl 4-isocyanatopropionate. LC-MS: Rt - 0.93 ; ES+: 739.41 

30 

Example 580 
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(rac)4-[((lR *, 55>6-[(2-CWorobenzyI)cycIopropylcarbamoyll-7-{4-[3-<2^,6- 

tri£taorophenoxy)propyl]phenyl}-3^-di^^ 

carbonyI)amino]butyric acid ethyl ester formate salt 

5 Synthesized according to typical procedures A and E from bicyclononene AL2 
and ethyl 4-isocyanatobutyrate. LC-MS: Rt « 0.93 ; ES+: 753.39 

Example 581 

10 (rac.y{lR* 9 55>3-(3-Carbamoylpropionyl)-7-{4-[3-(23,6-trifluon)phenoxyV 
propyllphenyl}-3»9-diazabicyclo[33.1]non-6^ne^-carboxylic acid (2-chloro- 
benzyl)cyclopropylamide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL2 
15 and succinamic acid. LC-MS: R, = 0.85 ; ES+: 695.38 

Example 582 

{ra&y{lR*, 5S*)-3-(2-Hydroxy acetyI)-7- {4-f3-(2;5,6-tiifluorophenoxy)- 

20 propyl]phenyl}-3,9-diazabicyclo[33.1]non-6-ene-6-carboxylic acid (2-chloro- 
benzyI)cyclopropyIamide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL2 
and giycolic acid. LC-MS: Rt = 0.88 ; ES+: 654.36 

25 

Example 583 

{IS, 51^-3^(310-3-Hydroxybutyiyi)-7-^ 

phenyl}-3,9-diazabicyclo[33.11nan-6-ene-6-carboxylic acid (2-chlorobenzyl)- 
30 cyclopropylamide 
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Synthesized according to typical procedures G and E from bicyclononene AL2 
and (3l?>3-hydroxybutyric acid. LC-MS: R* = 0.88; ES+: 682.40. 

Example 584 

5 

l:l-Mixture of {racHIR*. 5S*y3-((lR*> 25-^2-hydroxycyclopentane- 
carbonyI)-7-{4-[M23,6-trifluorophenoxy)propyllphenyl}-3^-diazabicyclo- 
[33.1)non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropylamide formate 
salt and {rac.y{lR*, 5S*y3-((lS*, 2«*)-2-hydroxycyclopentanecarbonyI)-7- 
10 {4-[3K2^,6-trifluorophenoxy)propyl]phenyl}-3^-diazabicyclo[33.1]non-€- 
ene-6-carboxylic acid (2-chlorobenzyI)cyclopropylamide formate salt 

Synthesized according to typical procedures G and E from bicyclononene AL2 
and cis-2-hydroxy-l-cyclopentane carboxylic acid. LC-MS: R* = 0.91; ES+: 
15 708.39. 



Example 585 



(rac.M^ 5 S*>9-Acetyl-7-{4-[3-(23,6-tr^^ 
20 mazabicyclo[33Jlnon-6-ene-6-carboxylic acid (2-chlorobenzyI)cyclopropyl- 

amide formate salt 

Synthesized according to typical procedures A and E from bicyclononene BC and 
acetyl chloride. LC-MS: R« = 0.92; ES+: 638.34. 

25 

Example 586 

{rac)-S-i(JR*p 55*>6-l(2-Chlorobemv0«TcloP ro Py |wrbam °y | l" 7 "^ 4 "l 3 ^ 2 ' 3 * 6 " 
trtOuorophenoxy)propyl]phenyl}-3^-diazabicycloI33.1]non-6-en-9-yl>5-oxo- 

30 pentanoic acid formate salt 
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Synthesized according to typical procedures K and E from bicyclononene BC and 
glutaric anhydride. LC-MS: R* = 0.91; ES+: 710.33. 

Example 587 

5 

{rac.yS-(ilR*, 5Sr*)-6-K2-CMorobeiizyl)cyclopropy^ 

triBuorophenoxyfcropyllphenyW^ 

pentanoic acid methyl ester formate salt 

10 Synthesized according to typical procedures A and E from bicyclononene BC and 
glutaric acid monomethylester chloride. LC-MS: R« = 0.95; ES+: 724.33. 

Example 588 

15 (rac}-S-(.{lR*, 5iS*)-6-l(2-Chlorobenzyl)cyclopropylcarbamoyll-7-{4-[3-(2^,6- 
trmuorophenoxy)propyl]phenyl}-3^^iazabicycIo[33J]non-6-en-9-yI)-5-oxo- 

pentanoic acid ethyl ester formate salt 

Synthesized according to typical procedures A and E from bicyclononene BC and 
20 glutaric acid monoethylester chloride. LC-MS: Rt = 0.97; ES+: 738.38. 

Example 589 

(rac)-4-[((lR*, 5S*)-6-[(2-Chlorobenzyl)cyclopropylcarbamoyll-7-{4-I3- 
25 (2^,6-trffluorophenoxy)propyllphenyl}-3^-diazabicyclot33.1]non-6-ene-9- 
carbonyI)-amino]butyric acid ethyl ester 

Synthesized according to typical procedures A and E from bicyclononene BC and 
ethyl 4-isocyanatobutyrate. LC-MS: Ri = 0.95; ES+: 753.37. 

30 

Example 590 
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(rac)-(lR*, 5S*)-3-Fo™yl-7-{^ 

3^-diazabicycIo[33.1]non-6-ene-6-carboxyUc acid (2-chlorobenzyI)cyclo- 
propylamide 

5 Synthesized according to typical procedure E from bicyclononene AK2. Obtained 
as side-product after purification by HPLC. LC-MS: R< = 0.89; ES+: 62436. 

Example 591 

10 (rtfa)-3-[((I2J*, 5S*>^[(2-Chlorobeiizyl)cyclopro^ 
(23,6-trffluorophenoxy)propyl]phenyI}-3^-di^ 
carbonyl)amino] propionic acid formate salt 

Synthesized according to typical procedures M and E from Example 579, then 
15 typical procedure E. LC-MS: R* = 0.87; ES+: 71 1.31. 

Example 592 

(rac)-3-i({lR*, 5iS*>-6-[(2-Chloroben2yl)cyclopropylcarbamoyl]-7-{4-[3- 
20 <23,6-trifluorophenoxy)propyl^ 

carbonyl)amino]propionic acid formate salt 

Synthesized according to typical procedures G, M and E from bicyclononene BC 
and ethyl 4-isocyanatopropionate. LC-MS: R t = 0.88; ES+: 711 .33. 

25 

Example 593 



(rac.y4-[(ilR*, 55*>6-[(2-Chlorobenzyl)cyclopropylcarbamoyl]-7-{4-[3- 
(2A6-trifluorophenoxy)propyl]pte 
30 carbonyl)amino]butyric acid formate salt 
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Synthesized according to typical procedures M and E from Example 580. LC- 
MS: R« = 0.89; ES+: 725.35. 

Example 594 

5 

(raaWX* 55*)-3-acetyl-7-{4-[2-(2A6-Trifliioroplienoxy)etliyl]phenyl}-3,9- 
diazabicyclo[33.1]non-6-ene-6-carboxyUc acid (2-chlorobenzyl)cyclopropyl- 
amide formate salt 

10 Synthesized according to typical procedures F and E from bicyclononene BB2 and 
2,3,6-trifluorophenol. LC-MS: Rt = 0.89; ES+: 624.37. 



Example 595 



15 {rac.)-(lR*, 55*)-3-Acetyl-7-{4-[2-<2^-dimethylphenoxy)ethyl]phenyl}-3^- 
diazabicyclop.3.11non-6-ene-6-carboxyUc acid (2-chlorobenzyI)cyclopropyl- 
amide formate salt 

Synthesized according to typical procedures F and E from bicyclononene BB2 and 
20 2^-dimethylphenol. LC-MS: R, = 0.91; ES+: 598.42. 



Example 596 

(racHXR** 55^-3-Acetyl-7-{4-[2-(2^-dimethylphenoxy)ethyllphenyl}-3^- 
25 diazabicyclo[33.1]non-6-ene-6-carboxyUc acid (2-chlorobenzyl)cyclopropyl- 
amide 

Synthesized according to typical procedures F and E from bicyclononene BB2 and 
2,5-dimethylphenol. LC-MS: R» = 0.91; ES+: 598.43. 

30 

Example 597 
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(rac.y(lR% 5£*)-3-Acetyl-7-{4~[2K2^ 

phenyl}-3^-diazabicyclo[33.1]non-6-enc-6-carboxylic acid (2-chlorobenzyI)- 
cyclopropylamide formate salt 

5 Synthesized according to typical procedures G and E from bicyclononene BB2 
and 2-chIoro-4,5-dimethylphenoI. LC-MS: Rt = 0.93; ES+: 632.39. 

Example 598 

10 (rac)-(lR*, 55*>3-Acetyl-7-{442-(2,4-dichlorophenoxy)ethyl]phenyl}-3^ 
diazabicyclo[33a]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropyl- 
amide formate salt 

Synthesized according to typical procedures F and E from bicyclononene BB2 and 
15 2,4-dichlorophenol. LC-MS: R* = 0.91; ES+: 640.32. 

Example 599 

(rac.)-(lR*, J 4 y*)-3-Acetyl-7-{4-[2-(2^-dichlorophenoxy)ethyl]phenyl}-3^- 
20 diazabicyclo[33.11non-6-ene-6^arboxylic acid (2-chlorobenzyI)cyclopropyl- 
amide formate salt 

Synthesized according to typical procedures F and E from bicyclononene BB2 and 
2,3-dichlorophenol. LC-MS: Rt = 0.91; ES+: 640.34. 

25 

Example 600 



{rac}-(lR*, 5S*)-3-Acetyl-7-{4-[2-(2,6^ifluorophenoxy)ethyl]phenyl}-3^- 
diazabicyclo[33.1]non-6-ene-6-carboxylic acid (2-cMorobenzyI)cycIopropyl- 
30 amide formate salt 
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Synthesized according to typical procedures F and E from bicyclononene BB2 and 
2,6-difluorophenol. LC-MS: R» = 0.88; ES+: 606.39. 

Example 601 

5 

(racy(lR*, 55*)-3-Acetyl-7-{4-[2-(2^-difluorophenoxy)ethyl]phenyI}-34>- 
diazabicyclo[33.1]non-6-ene-«-carboxylic acid (2-chlorobenzyI)cyclopropyl- 
amide fromate salt 

10 Synthesized according to typical procedures F and E from bicyclononene BB2 and 
2,5-difluorophenol. LC-MS: = 0.88; ES+: 606.40. 

Example 602 

15 (rac)-{lR*, 55*)-3-Acetyl-7-{4-[2-(3,5-diclilorophenoxy)ethyI]phenyl}-3^- 
diazabicyclol33.11non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropyl- 
amide 

Synthesized according to typical procedures F and E from bicyclononene BB2 and 
20 3,5-dichlorophenol. LC-MS: R, = 0.93; ES+: 638.32. 

Example 603 

{racyilR *, 5^*)-3-Acetyl-7-{4-[2-(2-chloro-5-methylphenoxy)ethylJphenyl}- 
25 3^-diazabicyclo[33.1]non-6-ene-6-carboxyUc acid (2-chlorobenzyl)- 
cyclopropylamide formate salt 

Synthesized according to typical procedures F and E from bicyclononene BB2 and 
2-chloro-5-methylphenol. LC-MS: R* = 0.91; ES+: 618.40. 

30 

Example 604 
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{ra*y(lR*, 5iS*)-3-Acetyl-7-{4-[2-(2-chloro-5-fluorophenoxy)ethyl]phenyl}- 
34>-diazabicycloI33.1]non-6-ene-6-carboxyIic acid (2-chlorobenzyl)- 
cyclopropylamide formate salt 

5 Synthesized according to typical procedures F and E from bicyclononene BB2 and 
2-chloro-5-fluorophenol. LC-MS: Rt = 0.89; ES+: 622.33. 

Example 605 

10 (rac.y{llt*, 5£*)-3-Acetyl-7-{4-[2-(2£ 

diazabicyclo[33.1]non-6^ne-6-carboxylic acid (2-chlorobenzyl)cycIopropyl- 
amide formate salt 

Synthesized according to typical procedures F and E from bicyclononene BB2 and 
15 2,5,6-trichlorophenol. LC-MS: Rt = 0.93; ES+: 674.27. 

Example 606 

{rac.y{lR*, 5iS^9K4-CarbamoyIbutyiyl)-7-{4-[2-(2^,6.trifluorophenoxy)- 
20 propyl]phenyl}-3 > 9-diazabicyclo[33.11non-6-ene-6-carboxylic acid (2- 
chlorobenzyl)cy clopropylamide formate salt 

Synthesized according to typical procedures G and E from bicyclononene BC and 
4-carbamoylbutyric acid. LC-MS: Rt = 0.88; ES+: 709.39. 

25 

Example 607 

[rac.y{lR*, 5S*>9-(3-Carbamoylpropionyl^ 

propyl]phenyl}-3^-diazabi(ycIo[33.1Inon-6-ene-6-carboxylic acid (2-chloro- 
30 benzyI)cyclopropyIamide formate salt 
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Synthesized according to typical procedures G and E from bicyclononene BC and 
succinamic acid. LC-MS: R* = 0.88; ES+: 695.36. 

Example 608 

5 

(racyilR*, 5iS^9K2-Hydro^acety0-7-{4.[2-(2^,6-trifluorophenoxy)- 
pr opyl]phenyl}-3^diazabicyclo[33.1]non-6-ene-6-carboxylic acid (2-chloro- 
benzyl)cyclopropylamide formate salt 

10 Synthesized according to typical procedures G and E from bicyclononene BC and 
glycolic acid. LC-MS: R* = 0.90; ES+: 654.37. 

Example 609 

15 (1R, JS)-9K(5.S)-3-Hydroxy^ 

phenyl}-3,9-diazabicyclo[33,l]non-6-ene-6-carboxylic acid (2-chlorobenzyl)- 

cyclopropylamide formate salt 

Synthesized according to typical procedures G and E from bicyclononene BC and 
20 (5/?>3-hydroxybutyric acid. LC-MS: R* = 0.91; ES+: 682.41. 

Example 610 

(rac)-(lR*, 5S*)-9-Methanesulfonyl-7-{4-[2^ 
25 phenyl}-3,9-diazabicyclo[33.1Jnon-6-ene-6-carboxylic acid (2-chlorobenzyl)- 
cy clopropylamide formate salt 

Synthesized according to typical procedures A and E from bicyclononene BC and 
methylsulfonyl chloride. LC-MS: - 0.95; ES+: 674.38. 

30 

Example 611 
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{racyilR*, 55*)-9-Ethanesutfonyl-7^ 

phenyl}-3^-diazabicycIo[33.1]non-6-ene-^carbosylic acid (2-chIorobenzyI)- 
cyclopropylamide formate salt 

5 Synthesized according to typical procedures A and E from bicyclononene BC and 
ethylsulfonyl chloride. LC-MS: Rt = 0.97; ES+: 688.37. 

Example 612 

10 (rac.y(lR * 55*)-3-Acetyl-7-{4-[3^2^,6-triflnorophenoxy)propyl]phenyl}-3,9- 
diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclopropyl-(2-fluoro-5- 
methoxybenzyI)amide formate salt 

Synthesized according to typical procedures H and E from bicyclononene AJ2 
15 and cyclopropyl(2-fluoro-5-methoxybenzyl)amine. LC-MS: R« = 0.89; ES+: 
652.31. 

Example 613 

20 (rac)-(lR*, 5*S*)-3-AcetyI-7-{4-[3K2^,6-trifIuorophenoxy)propyl]phenyl}-3^ 
diarabicyclol33.11non-6-ene-6-carboxylic acid cyc!opropyl-(3-methoxy- 
benzyl)amide formate salt 

Synthesized according to typical procedures H and E from bicyclononene AJ2 
25 and cyclopropyl(3-methoxybenzyl)amine. LC-MS: Rt = 0.88; ES+: 634.34. 

Example 614 

(rac}-(lR *, 5^*)-3-Acetyl-7-{4-[3-(2^,6-triflnorophenoxy)propyl]phenyl}-3,9- 
30 diazabicyclo[33.1]non-6-ene-6-carboxyIic acid cyclopropyl-(2-methoxy- 
benzyl)amide formate salt 
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Synthesized according to typical procedures H and E from bicyclononene AJ2 
and cyclopropyl(2-methoxybenzyl)amine, LC-MS: R< = 0.89; ES+: 634.32. 

Example 615 

5 

{rac)-{lR*, 55 r *>3-Acetyl-7-{4-[3-(23,6-trifluorophenoxy)propyI]ph^ 
diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclopropyl-(3,4-dimethoxy- 
benzyl)amide formate salt 

10 Synthesized according to typical procedures H and E from bicyclononene AJ2 
and cyclopropyl(3,4-dimethoxybenzyl)amine. LC-MS: R* - 0.86; ES+: 664.34. 

Example 616 

15 (raa)-(XR*, 5S*)-3-AcetyI-7-{4-[3-(2£,6-t^ 

diazabicyclo[3.3.11non-6-ene-6-carboxyIic acid (2-chloro-3-trifluorometbyl- 
benzyl)cycIopropylamide formate salt 

Synthesized according to typical procedures H and E from bicyclononene AJ2 
20 and (2^Uoro-3-trifluoromethylben2yi)cyclopropylamine. LC-MS: R* = 0.94; 
ES+: 706.20. 

Example 617 

25 {rac.y(lR*, 5tf*)-3-Acetyl-7-{4-[3K2;3>6-t^ 

diazabicyclo[3.3.11non-6-ene-6-carboxylic acid benzo[131dioxol-5-ylmethyl- 
cyclopropylamide formate salt 

Synthesized according to typical procedures H and E from bicyclononene AJ2 
30 and(6^Uorobenzo[13]dioxol-5-ylme^yl)cyclopropylamine. LC-MS: R* = 0.91; 
ES+: 682.28. 
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Example 618 

(racHlR*, 55*)-3-Acetyl-7-{4-[3-(2^,6-trifluorophenoxy)propyllphenyI}-3^- 
diazabicyclo[33Jlnon-6-ene-6-carboxylic acid cyclopropyI-(5-fluoro-2- 
5 methoxybenzyI)amide formate salt 

Synthesized according to typical procedures H and E from bicyclononene AJ2 
and cyclopropyl(2-memoxy-5-fluorobenzyl)amine. LC-MS: R« = 0.90; ES+: 

652.32. 

10 

Example 619 

(raayilR*, 55*)-3-Acetyl-7-{4-I3-(2^,6-trinuorophenoxy)propyl]plienyl}-3^- 
diazabicyclol33.1]non-6-ene-6-carboxylic acid (2-chloro-6-fluorobenzyI)- 
15 cyclopropylamide formate salt 

Synthesized according to typical procedures H and E from bicyclononene AJ2 
and cyclopropyl(2^Moro^fluorobenzyl)amine. LC-MS: Rt = 0.89; ES+: 656.30. 

20 Example 620 

{rac.y(lR*, 55*)-3-Acetyl-7-{4-[3-(2^,6-trifluorophenoxy)propyl]phemyl}-3^- 
diazabicyclof33.11non-6-ene-6-carboxyUc acid (2-bromobenzyI)cyclopropyl- 
amide formate salt 

25 

Synthesized according to typical procedures H and E from bicyclononene AJ2 
and cyclopropyl(2-bromobenzyl)amine. LC-MS: R« = 0.91; ES+: 684.23. 



Example 621 

30 



WO 03/093267 



440 



PCT/EP03/03721 



(#•ac>(iJ^^5lS*)-3-Acetyl-7-{4-[3K2A6-trifl«orophenoxy)propyllphenyl}-3^- 
diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclopropyl-(2,6-difluoro- 
benzyl)amide formate salt 

5 Synthesized according to typical procedures H and E from bicyclononene AJ2 
and cyclopropyl(2,6^uorobenzyl)aniine. LC-MS: R« - 0.88; ES+: 640.29. 

Example 622 

10 {racyilR*, 55*)-3-Acetyl-7-{4-l3<2^,6-trifluorophenoxy)propyl]phenyl}-3^- 
diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclopropyl-(2,3-dimethyl- 
benzyl)amide formate salt 

Synthesized according to typical procedures H and E from bicyclononene AJ2 
15 andcyclopropyl(2,3-^emylberi2yl)arnine. LC-MS: Rt = 0.92; ES+: 632.35. 

Example 623 

{racyilR*, 55*)-3-Acetyl-7-{4-[3K2^,6-trifluorophenoxy)propyllphenyl}-3^- 
20 diazabicyclo[33.1Jnon-6-ene-6-carboxylic acid cyclopropyl-(3-fluoro-2- 
methylbenzyl)amide formate salt 

Synthesized according to typical procedures H and E from bicyclononene AJ2 
and cyclopropyl(2-memyl-3-fluorobenzyl)amine. LC-MS: R» = 0.91; ES+: 

25 63631. 

Example 624 

(rac)-(lR* 55*)-3-Acetyl-7-{4-[3-(23,6-trifliiorophenoxy)propylJphenyl}-3,9- 
30 diazabicycloI33.1]non-6-ene-6-carboxylic acid cyclopropyi-(3,5-difluoro- 
benzyl)amide formate salt 
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Synthesized according to typical procedures H and E from bicyclononene AJ2 
and cyclopropyl(3,5Kimuon)ben2yl)amine. LC-MS: Rt = 0.93; ES+: 672.23. 

Example 625 

5 

{rac.)-(lR*, 5*S>3-Acetyl.7-{4-[3K2^,6-trifluorophenoxy)propyl]phenyl^ 
diazabicyclo[33.11non-6-ene-6-carboxylic acid (2-chloro-3,6-difluorobenzyI)- 
cyclopropylamide formate salt 

10 Synthesized according to typical procedures H and E from bicyclononene AJ2 
and cyclopropyl(2^Woro^,6-dmuorobenzyl)ainine. LC-MS: Rt = 0.90; ES+: 
674.25. 

Example 626 

15 

(rac)-(IJ?*, 5iS>3-Acetyl-7-{4-[3-(23,6-trifluorophenoxy)propyl]phenyI}-3,9- 
diazabicyclo[3-3.11non-6-ene-6-carboxyIic acid cycIopropyH23-dichIoro- 
benzyl)amide formate salt 

20 Synthesized according to typical procedures H and E from bicyclononene AJ2 
and cyclopropyl(2,3-dichlorobenzyl)aniine. LC-MS: Rt = 0.93; ES+: 672.25. 

Example 627 

25 {rac.y(lR*, 5,S*)-3-Acetyl-7-{4-[3^2£,6-M 

diazabi<^clo[33.11non-6-ene-6-carboxylic acid cyclopropyl-(3-trifluoro- 
methoxybenzyl)amide formate salt 

Synthesized according to typical procedures H and E from bicyclononene AJ2 
30 and cyclopropyl(3-trifluon)methoxyben2yl)amine. LC-MS: Rt = 0.93; ES+: 
688.28. 
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Example 628 

(rac.y(lR * 5S*)-3-Acetyl-7-{4-[3-(^^ 

diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclopropyl-(3-methylbeiizyl)- 
5 amide formate salt 

Synthesized according to typical procedures H and E from bicyclononene AJ2 
and cyclopropyl(3-methylbenzyl)amine. LC-MS: Rt = 0.90; ES+: 61836. 

10 Example 629 

(rac)-(lR* 55*>3-Acetyl-7-{4-I3-(23»6-trifluorophenoxy)propyl]phenyl}-3^- 
diazabicycloI33.1Jnon-6-ene-6-carboxylic acid cyclopropyl-(23-difl«oro- 
benzyl)amide formate salt 

15 

Synthesized according to typical procedures H and E from bicyclononene AJ2 
and cyclopropyl(2 > 3-difluorobenzyl)amine. LC-MS: Rt - 0.90; ES+: 640.29. 

Example 630 

20 

{rac.y(lR* JS^3-Acetyl-7-{4-l3^23,6-trifliiorophenoxy)propyl]phenyl}-3,9- 
diazabicyclo[33.1]non-6-ene-6-carboxylic acid (3-chIorobenzyl)cyclopropyl- 
amide formate salt 

25 Synthesized according to typical procedures H and E from bicyclononene AJ2 
and cyclopropyl(3-chlorobenzyl)amine. LC-MS: Rt = 0.91; ES+: 638.27. 

Example 631 



30 (racM***> 55*>3-Acetyl-7-{4«[3^23^trifluorophenoxy)propyl]phenyl}-3 ) 9- 
diazabicyclo[33.11non-6-ene-6-carboxylic acid cyclopropyl-(4-fluorobenzyl)- 
amide formate salt 
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Synthesized according to typical procedures H and E from bicyclononene AJ2 
and cyclopropyl(4-fluorobenzyl)amine. LC-MS: R* = 0.89; ES+: 622.34. 

5 Example 632 

(rac.y{lR*, 5S*)-3-Acetyl-7-{4-[3-(2-bromo-5-fluorophenoxy)ethylIphenyl}- 
3^-diazabicycloI33.1]non-6-ene-6-carboxylic acid (2-chlorobenzyI)- 
cyclopropylamide 

10 

Synthesized according to typical procedures H and E from bicyclononene AJ1 
and (2-chlorobenzyl)cyclopropylamine. The title compound was purified by FC. 
LC-MS: Rt « 4.17; ES+: 666.07. 

15 Example 633 

(rac.y{JR*, 5 1 S*)-3-AcetyI-7-{4-[3-(2-chlorophenoxy)propyl]phenyl}-3,9- 
diazabicycIo[33.1]non-6-ene-6-carboxyUc acid (2-chlorobenzyl)cyclopropyl- 
amidc formate salt 

20 

Synthesized according to typical procedures H and E from bicyclononene T2 and 
(2-chlorobenzyl)cyclopropylamine. LC-MS: R* = 0.92; ES+: 617.94. 

Example 634 

25 

(rac.y-{lR*, 55*)-3-Acetyl-7-{4-[3-(2-chlorophenoxy)propyl]phenyl}-3,9- 
diazabicyclo[33.1]non-6-ene-6-carboxylic acid [2-(4-methoxyphenoxy)ethyl]- 
methylamide formate salt 

30 Synthesized according to typical procedures H and E from bicyclononene T2 and 
cyclopropyl-[2-(4-methoxyphenoxy)ethyl]amine. LC-MS: R* - 0.84; ES+: 
618.03. 
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Example 635 

(raa)-(J**, 55*>3-Acetyl-7-{4-[3-(2-chlorophenoxy)propyI]phenyl}-3^- 
5 diazabicyclo[33.1]non-6-cne-6-carboxylic acid methyl-(3-trifluoromethyl- 
benzyl)amide formate salt 

Synthesized according to typical procedures H and E from bicyclononene T2 and 
cyclopropyl-(3-tri£luoromethylbenzyl)amine. LC-MS: Rt = 0.89; ES+: 626.06. 

10 

Example 636 

(rac.y{lR*, 55*)-3-Acetyl-7-{4-[3»(2-chlorophenoxy)propyllphenyl}-3^- 
diaza-bicyclo[33.1]non-6H5ne-6-carboxyUc acid [2-(3,4-dimethylphenoxy> 
15 ethyl] Diethylamide formate salt 

Synthesized according to typical procedures H and E from bicyclononene T2 and 
cycIopropyl-[2K3,4-dime&ylphenoxy)ethyl]amine. LC-MS: R* « 0.91; ES+: 

616.13. 

20 

Example 637 

{rac«y(lR*> 5^*>3-Acetyl-7-{4-[3-(2-chlorophenoxy)propyl]phenyl}-3 t 9- 
diazabicyclo[33.11non-6-ene-6-carboxyUc acid (3^dimethoxybenzyl)methyl- 
25 amide formate salt 

Synthesized according to typical procedures H and E from bicyclononene T2 and 
cyclopropyl-(3,5Kiimethoxybenzyl)amine. LC-MS: R< = 0.84; ES+: 618.11. 



30 Example 638 
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{rac)-{lR*, 5Sr^-3-Acetyl-7-{4-[3^^trifluorophenoxy)propyl]phenyl>-33- 
diazabicyclo[3.3.11non-6-ene-<M»rboxyUc acid (2-cMorobenzyI)cyclopropyl- 
amide trifluoroacetate salt 

5 Synthesized according to typical procedures H and E from bicyclononene AJ2 
and (2-chloroben2yl)cyclopropylamine. LC-MS: R» - 1 .00; ES+: 638.14. 

Example 639 

10 (raaMi*%£S>3-Acety^-{4-l3K3-fluorophenoxyte^^ 

bicycloI33.1]non-6-ene-6-carboxylic acid (2-chlorobenzyI)cyclopropylaniide 
trifluoroacetate salt 

Synthesized according to typical procedures H and E from bicyclononene AJ3 
15 and (2^bJoroben^l)cyclopropylamine. LC-MS: R« = 0.99; ES+: 638. 14. 

Example 640 

20 (rac)-{lR*, 5S*)-5-I7-{4-[2-(2-Bromo-5-fluorophenoxy)etbyl]phenyl}-6- 
(methylphenethylcarbamoyl)-3^-diazabicyclol33Jlnon-6-en-3-yl]-2^- 
dimethyl-5-oxo-pentanoic acid trifluoroacetate salt 

Synthesized according to typical procedures K and E from bicyclononene AL1 
25 and 3,3-dimethyldihydropyran-2,6-dione. LC-MS: Ri = 0.95; ES+: 710.13. 

Example 641 

{rac.)-(lR*, 55*)-3-Acetyl-7-{4-[3-(2-chlorophenoxy)propyllphenyl}-3^- 
30 diazabicyclo[33.1]non-6-ene-6-carboxyUc acid (2-chlorobenzyl)isopropyl- 
amide trifluoroacetate salt 
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Synthesized according to typical procedures H and E from bicyclononene T2 and 
(2-cMorobeii2yl)isopropylamine. LC-MS: Rt = 1.03; ES+: 620.20. 

Example 642 

5 

{rac)-(lR*, 55*)-3-Acetyl-7-{4-[3-(2A6-tricMorophenoxy)ethyilphenyl}-3^- 
diazabicyclol33.1]non-6-ene-6-carboxyUc acid methylphenethylamide 
trifluoroacetate salt 

10 Synthesized according to typical procedures F and E from bicyclononene U2 and 
2^,6-trichlorophenol. LC-MS: Rt = 1.00; ES+: 625.99. 

Example 643 

15 (rac)-{lR*, 5^*)-3-Acetyl-7-{4-I3-(2-chIorophenoxy)propyIJphenyl}-3,9- 
diazabicyclo[33.1]non-6-ene-6-carboxyhc acid (2-chlorobenzyI)ethylamide 
formate salt 

Synthesized according to typical procedures H and E from bicyclononene T2 and 
20 (2-chlorobenzyl)ethylamine. LC-MS: Rt = 0.89; ES+: 606.07. 

Example 644 

(racyilR*, 5^*)-3-Acetyl-7-{4-[2-(3,4-dichlorophenoxy)etboxy]pheiiyl}-3,9- 
25 diazabicycl©l33.1]non-6-ene-6-carboxylic acid methylphenethylamide 
formate salt 

Synthesized according to typical procedures F and E from bicyclononene U4 and 
3,4-dichlorophenol. LC-MS: R, - 0.86; ES+: 608.01 . 

30 

Example 645 
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(racyilR*, 5iS*)-3-Acetyl-7-{4-l2-(2-cliloro-4^-dimethyIphenoxy)ethoxy]- 
phenyI}-3^-diazabicyclol33.1Jnon-6-ene-6-carboxylic acid methylphenethyl- 
amide formate salt 

5 Synthesized according to typical procedures F and E from bicyclononene U4 and 
2-cbloro-4,5-dimethylphenol. LC-MS: R« = 0.87; ES+: 602.07. 

Example 646 

10 {rac.y(JR\ 55*>3-Acetyl-7-{4-[3-(2-cbJoroplienoxy)propyllphenyl}-3^- 
diazabicycIo[33.1]non-6-ene-6-carboxylic acid (2-cblorobeiizyI)methyIamide 
formate salt 

Synthesized according to typical procedures F and E from bicyclononene T2 and 
15 (2-chlorobenzyl)methylamine. LC-MS: R» = 0.87; ES+: 591 .99. 

Example 647 

(raaHJR*, 55*)-3-Methyl-7-{4-[3-(2^,6-trifluorophenoxy)propylJphenyl}- 
20 34»-diazabicycloI33.11non-6-ene-6-carboxylic acid (2-chlorobenzyI)- 
cyclopropylamide formate salt 

A mixture of bicyclononene AL2 (1 eq.), DIPEA (3 eq.) and methyl iodide (10 
eq.) in CH 2 C1 2 was stirred at rt overnight The solvents were removed under 
25 reduced pressure and the residue treated according to typical procedure E. LC- 
MS: R, = 0.89; ES+: 610.32. 

Example 648 

30 {rac}-ilR*, 5S*>3-Ethyl-7-{4-l3-(23,6-trifluorophenoxy)propyl]phenyl}-3,9- 
diazabicyclo[3J.l]non-^-ene-6-carboxylic acid (2-chlorobenzyI)cyclopropyl- 
amide formate salt 
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A mixture of bicyclononene AL2 (1 eq.), DEPEA (3 eq.) and ethyl iodide (10 eq.) 
in CH 2 C1 2 was stirred at rt overnight The solvents were removed under reduced 
pressure and the residue treated according to typical procedure E. LC-MS: Rt = 
5 0.91; ES+: 624.33. 

Example 649 

(racHJR *, 5^^3K2-An»moacetyl)-7-{4-[3-(2^,6-trifluorophenoxy)propyl]- 
10 phenyl}-3^-diazabicyclo[33.11non-6-ene-6-carboxylic acid (2-chlorobenzyl)- 
cy clopropylamide formate salt 

Synthesized according to typical procedures G, L and E from bicyclononene AL2 
and Boc-glycine. LC-MS: Rt = 0.80; ES+: 653.32. 

15 

Example 650 

(rac)-{JR* JS^3K3-AmmopropionyI)-7-{4-[3K2A<-trifluoropheiioxy)- 
propyl]phenyl}-3,9-diazabicyclo[33.1]non-6-ene-6-carboxyIic acid (2- 
20 chIorobenzyF)cyclopropylamide formate salt 

Synthesized according to typical procedures G, L and E from bicyclononene AL2 
and Boc-p-alanine. LC-MS: R« = 0.80; ES+: 667.32. 

25 Example 651 

{rac.y{lR*, 5S*)-3-(5-Morpholin-4-yl-5-oxopentanoyl)-7-{4-[3-(23,6- 

trifluorophenoxy)propyl]phenyl}-3,9-diazaM 

xylic acid (2-chlorobenzyI)cyclopropylamide formate salt 



30 
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Synthesized according to typical procedure H, from bicyclononene AL2 and 
glutaric anhydride, then according to typical procedure K and E from morpholine. 
LC-MS: R* = 0.89; ES+: 77931. 

5 Example 652 

(rac}-{lR* 9 S£^3-(2-Tetraa»M 

propyllphenyl}-3^^azabiqrclo[33.1]non-6-ene-6-carboxylic acid (2-chloro- 
benzyI)cyclopropylamide formate salt 

10 

Synthesized according to typical procedures G and E from bicyclononene AL2 
and (5i^tetrazol-5-yl)acetic acid LC-MS: R< = 0.91; ES+: 706.23. 

Example 653 

15 

(rac.y(JR *, 5S*)-3-(5-Oxo-5-piperazin-l-ylpente^ 

phenoxy)propylJphenyl}-3^-d^abicyclo[33.11non-6^ne-6-carboxylic acid 
(2-chIorobenzyl)cyclopropyIamide formate salt 

20 Synthesized according to typical procedure H, from bicyclononene AL2 and 
glutaric anhydride, then according to typical procedure K, L and E from Boc- 
piperazine. LC-MS: = 0.78; ES+: 778.37. 

Example 654 

25 

l:l-Mixture of (JM, 5^3-<(2S)-2-amino-34iydr^^ 
trifluorophenoxy)propyl]phenyl}-3^H^^ 

xylic acid (2-cMorobenzyI)cyclopropylamide formate salt and (IS, 5tf)-3- 
((2S>2-ammo-3-hydroxyprop 
30 phenyl}-3^-diaza«bicyclol33.1]non-6-ene-6-carboxyIic acid <2-chIorobenzyI>- 

cyclopropylamide formate salt 
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Synthesized according to typical procedures G, L and E from bicyclononene AL2 
and Boc-serine. LC-MS: R* = 0.79; ES+: 683.34- 

Example 655 

5 

l:l-Mixture of (IR, 5S>3-((2S)-2-aminopropiony^ 

phenoxy)propyl]phenyl}-3,9~dia2abicy^ acid 
(2-chlorobenzyl)cyclopropylaiiiide formate salt and (IS, 5Ry3^(2Sy2' 
aminopropionyl>7-{4-[3^2^,6-triflworophenoxy)propyllphen^ 
10 bicyclo[33.1Jnon-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropyIamide 
formate salt 

Synthesized according to typical procedures G, L and E from bicyclononene AL2 
and Boc-alanine. LC-MS: R* « 0.80; ES+: 667.32. 

15 

Example 656 

(rac*)-(lR*, 5S^-3-Acetyl-7-{4-[2^2,6-dfc^ 

phenyl}-3,9-diazabicycloI33.1]non-6-ene-6-carboxyUc acid cydopropyH2,3- 
20 dichlorobenzyl)amide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN4 
and (2,3-dichlorobenzyl)cyclopropylamine. LC-MS: Rt = 0.96; ES+: 702.09. 

25 Example 657 

(raaMlR*, 5iS*>3-Acetyl-7-{4-[2-(2,6-dichloro-4-methylphenoxy)ethoxyl- 
phenyl}-3,9-diazabicyclo[33.11non-6-ene-6-carboxylic acid cyclopropyl-(2,3- 
dimethy)benzyl)amide formate salt 

30 

Synthesized according to typical procedures H and E from bicyclononene BN4 
and cyclopropyl-(23-dimethylbenzyl)amine. LC-MS: R* - 0.94; ES+: 662.27. 
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Example 658 

(rac)-(lR*, 55*)-3-Acctyl-7-{4-I2^2,6^chloro^-methylphenoxy)ethoxy]- 
5 phcnyI}-3^-diazabicyclo[33.1]non-6-ene-6-carboxylic acid (2-chloro-3- 
trifluoromethyl-benzyI)cycIopropylamide formate salt 

Synthesized according to typical procedures H and £ from bicyclononene BN4 
and (2-cUoro-3-trifluoromethylbenzyl)cyclopropylamine. LC-MS: Rt = 0.96; 
10 ES+: 736.08. 

Example 659 

(rac}-(lR*, 55*)-3-Acetyl-7-{4-[2-(2,6-dichloro-4-methylpheiioxy)ethoxyI- 
15 phenyl}-3,9-diazabicyc!o[33.1Jnon-6-ene-6-carboxylic acid (2-bromobenzyl)- 
cyclopropylamide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN4 
and (2-bromobenzyl)cyeIopropylamine. LC-MS: Rt = 0.92; ES+ : 682.20. 

20 

Example 660 

(rac.y(lR * 5S*>3-Acetyl-7- {4-[2-(2,6-dichIoro-4-methylphenoxy)ethoxy ]- 
phenyl}-3^~diazabicyclo[33.1]non-6-ene-6-carboxylic acid (2-chlorobenzyI)- 
25 cyclopropylamide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN4 
and (2-chlorobenzyl)cyclopropylamine. LC-MS: R< = 0.93; ES+: 668.20. 



30 Example 661 
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(rac.y(lR*, 55*>3-Acetyl-7-{4-[2-(2,6-dichloro-4-methylphenoxy)ethoxy]- 
phenyl}-3^-diazabicycloI33.1]non-6-ene-6-carboxyUc acid (2-chlorobenzyO- 
ethylamide formate salt 

5 Synthesized according to typical procedures H and E from bicyclononene BN4 
and (2-chloroben2yl)ethylamine, LC-MS: R* = 0.93; ES+: 656.20. 

Example 662 

10 {racyilR * 55*)-3-Acetyl-7-{4-[2^2,6-dichloro-4-methylphenoxy)ethoxyI- 
phenyl}-3^Hliaza4>icyclo[33J]non^-ene^carboxylic acid (6-chlorobenzo- 
[l,3]dioxol-5-ylmethyl)cyclopropylamide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN4 
15 and (6^Uorobenzo[13]dioxol-5-yImethyl)cyclopropylamine. LC-MS: = 0.93; 
ES+: 712.15. 

Example 663 

20 (rac.y(lR * 55*)-3-Acetyl-7-{4-[2-(2,6Hlichloro-4-methylphenoxy)ethoxy]- 
phenyl}-3^-diaza-bicyclol33,l]non-6-ene-6-carboxylic acid cyclopropyl-(3,5- 
dimethoxybenzyl)amide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN4 
25 and cyclopropyl-(3,5-dimethoxybenzyl)amine. LC-MS: Rt = 0.92; ES+: 694.20. 

Example 664 

(rac.y(lR* 9 55 , *)-3-Acetyl-7-{4-[2-(2,6-dichloro-4-methylphenoxy)etho^l- 
30 phenyl}-3 > 9-diazabicyclo[33.11non-6-ene-6-carboxylic acid cyc!opropyl-(3- 
methoxybenzyl)amide formate salt 
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Synthesized according to typical procedures H and E from bicyclononene BN4 
and cyclopropyl-(3-methoxybenzyI)amine. LC-MS: Rt = 0.91; ES+: 664.25. 

Example 665 

5 

(rac)-{lR*, 55*)-3-Acety]-7-{4-[2K2-chloro-5-fluorophenoxy)ethoxy]phenyy 
3^-diazabiQrclo[33.11non-6-eneH6-carboxyBc acid cyclopropyl-(2,3-dichloro- 
benzyl)amide formate salt 

10 Synthesized according to typical procedures H and E from bicyclononene BN10 
and cyclopropyK2^^cWorobenzyl)amine. LC-MS: Rt = 0.92; ES+: 672.22. 

Example 666 

15 (rac.)-(lR*, 55*)-3-Acetyl-7-{4-[2-(2-chloro-5-fluorophenoxy)ethoxylphenyI}- 
3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chloro-3-trifluoro- 
methylbenzyl)cyclopropylamide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN10 
20 and (2-cWoro-3-trifluoromethylbenzyl)cyclopropylamine. LC-MS: Rt = 0.93; 
ES+: 706.09. 

Example 667 

25 (racytfR*, 55^-3-Acetyl-7-{4-[2-(2,6-dichloro-4-methylphenoxy)ethoxy]- 
phenyl}-3,9-diazabicyclo[33.1Jnon-6-ene-6-carboxylic acid (3-chlorobenzyl)- 
cyclopropylamide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN4 
30 and (3-chlorobenzyl)cyclopropylamine. LC-MS: Rt = 0.93; ES+: 668.21 . 



Example 668 
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{rac.y{lR* 9 55*>3-AcctyI.7-{4-[2-(2,6-dichloro-4-mcthyIpheiioxy)ethoxy]- 
phenyl}-3^-diazabicycloI33.1]non-6-cne-6-carboxyKc acid cyclopropyK*- 
methylbenzyl)amide formate salt 

5 

Synthesized according to typical procedures H and E from bicyclononene BN4 
and cyclopix>pyl-(3-methyLbenzyl)ainine, LC-MS: R< = 0.93; ES+: 648.23. 

Example 669 

10 

{rac.y-{lR*, 5S*)-3-Acetyl-7-{4-12-(2,6-dichloro-4-methylphenoxy)ethoxyl- 
phenyl}-3,9-diazabicyclol33.11non-6-ene-6-carboxylic acid cyclopropyI-(2- 
fluoro-5-methoxybenzyI)amide formate salt 

15 Synthesized according to typical procedures H and E from bicyclononene BN4 
and cyclopropyH2-fluoro-5«methoxybenzyl)amine. LC-MS: Rt = 0.92; ES+: 

682.20. 
Example 670 

20 

(rac.y{lR*, 55*)-3-Acetyl-7-{4-I2K2-chloro^^dimethylphenoxy)- 
ethoxylphenyl}-3^-diazabicycIo[33.11non-6-ene»6-carboxyIic acid 
cyclopropyl-(2 y 3-dichlorobenzyl)amide formate salt 

25 Synthesized according to typical procedures H and E from bicyclononene BN3 
and cyclopropyH2,3-dichlorobenzyl)amine. LC-MS: R< = 0.95.; ES+: 684.20. 

Example 671 



30 (rac.y{lR* 55*)-3-AcetyI-7-{4-[3K2^Woro-3 ) 6-diflttorophenoxy)propyll- 
phenyl}-3^-diazabicycIo[33.11non-6-ene^6-carboxylic acid (2-chiorobenzy!)- 
cyclopropylamide formate salt 
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Synthesized according to typical procedures F and E from bicyclononene BB1 and 
2^Moro-3,6-difluorophenol. LC-MS: Rt - 0,93.; ES+: 654.28. 

5 Example 672 

(rac.y(lR*, 5S*)-3-Acetyl-7-{4-[2-@^ 

phenyl}-3^-diazabicyclo[33.1]non-6-ene-6-carboxylic acid (2-chIoro-3- 
trifluoromethylbenzyI)cyclopropyIamide formate salt 

10 

Synthesized according to typical procedures H and E from bicyclononene BN3 
and (2-chloro-3-trifluoromethylbenzyl)cyclopropylamine. LC-MS: Rt = 0.96; 
ES+: 716.18. 

15 Example 673 

(rac)-(lR*, 55*)-3-Acetyl-7-{4-[2-(2,6-dicM^^ 

phenyI}-3^-diazabicycIo[33.11non-6-ene-6-carboxylic acid cyclopropy!-(3,4- 
dimethoxybenzyl)amide formate salt 

20 

Synthesized according to typical procedures H and E from bicyclononene BN4 
and cyclopn>pyl~(3,4-dimethoxybenzyl)amine. LC-MS: Rt = 0.89; ES+: 694.23. 

Example 674 

25 

(rac)-(lR*, 5S*)-3-AcetyI-7-{4-[2-(2,6-^ 

phenyl}-3^-diazabicycIoI33.1]non-6-ene-6-carboxylic acid cyc!opropyl-(3- 
trifluoromethoxybenzyl)amide formate salt 

30 Synthesized according to typical procedures H and E from bicyclononene BN4 
and cyclopropyH3-trifluoromethoxybenzyl)amine. LC-MS: Rt = 0.95; ES+: 
718.13. 
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Example 675 

{rac.y(lR* 9 5*S>3-Acetyl-7-{4-[2-(2,4^-tricWoropheiioxy)ethoxy]phenyl}- 
5 3,9^diazabiqrclo[33.11non-6-ene-6-carbo3yUc acid (2-chloro-3-trifluoro- 
methylbenzyI)cyclopropyIamide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN9 
and (2-chloro-3-trifluoromethylbenzyl)cyclopropylamine. LC-MS: Ri = 0.97; 
10 ES+: 758.08. 

Example 676 

(rac)-(lR*, 5S*>3-Acetyl-7-{4-[2-(2,4^-trichlorophenoxy)ethoxy]phenyl}- 
15 3,9-diazabicyclo-[33.1]non-6-ene-6>carboxylic acid cyclopropyl-(2,3- 
dichlorobenzyl)amide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN9 
and cyclopropyl-(2,3-dichlorobenzyl)amine. LC-MS: Rt = 0.96; ES+: 724.02. 

20 

Example 677 

(rac.)-(lR* 55 f *)-3-Acetyl-7-{4-[2-(2^-diclil6rophenoxy)ethoxy]phenyl}-3^- 
diazabicyclo[33JJnon-6-ene-6-carboxylic acid cycIopropyl-(2^-dimethyl- 
25 benzyl)amide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN5 
and cyclopropyK2,3-dimethylbenzyl)amine. LC-MS: R< = 0.92; ES+: 648.25. 



30 Example 678 
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(rac)-(lR*, 55*)-3-Acetyl-7-{4.I2.(2,4^-trichIorophcno3y)ethoxy]phenyl}- 
3,9-diazabicycIo-I33.11iion-6-eiie-6-carboxyUc acid cyclopropyl-<2,3- 
dimethylbenzyl)amide formate salt 

5 Synthesized according to typical procedures H and E from bicyclononene BN9 
and cyclopropyl(2^Hiimethylbenzyl)amine. LC-MS: R< = 0.95; ES+: 684.12. 

Example 679 

10 (rac)-(m*, 5*S*)-3-Acetyl-7-{4-l2K2-chlor^ 

phenyl}-3^-diazabicyc!o[3.3.1]non-6-ene-6-carbo^lic acid cyclopropyl-(2,3- 
dimethylbenzyl)amide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN3 
15 and cyclopropyK2,3-dimethylbenzyl)amine. LC-MS : R< = 0.94; ES+: 642.3 1 . 

Example 680 

(rac}-(lR* 9 55*)-3-Acetyl-7-{4-[2-(2-bromo-5-fluorophenoxy)ethoxy]phenyl}- 
20 3^-diaza-bicyclo[33.1]non-6-ene-6-carboxyMc acid cyclopropyl-(2,3- 
dichlorobenzyI)amide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN2 
and cyclopropyl-(2,3-dichlorobenzyl)amine. LC-MS: Rt = 0.92; ES+: 718.05. 

25 

Example 681 



(rac.y{lR* 55*>3-Acetyl-7-{4-[2-(2-chIoro-4^imetbylphenoxy)ethoxy]- 
phenyl}-3^-diaza-bicyclo[33.1]non-6-ene-6-carboxylic acid (2-bromobenzyI)- 
30 cyclopropylamide formate salt 
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Synthesized according to typical procedures H and E from bicyclononene BN3 
and (2-bromobenzyl)cyclopropylamine. LC-MS: Rt = 0.94; ES+: 694.15. 

Example 682 

5 

(rac)-(lR*, 5S*>3-Acetyl-7-{4-[2-(23-dichlorophenoxy)ethoxy]phenyl}-3^- 
diazabicyclo[33.11nott-6-ene-6-carboxylic acid cyclopropyI-(2,3- 

dichlorobenzyl)amide formate salt 

10 Synthesized according to typical procedures H and E from bicyclononene BN5 
and cyclopropyl-(2,3-^chlorobeaqrl)amine. LC-MS: Rt = 0.93; ES+: 690.06. 

Example 683 

15 (rac)-(lR *, 5iS*)-3-Acetyl-7-{4-[2-(2-chloro-5-fluorophenoxy)ethoxy]phenyl}- 
3^-diazabicyclo[33,lInon-6-ene^6-carboxylic acid cyclopropyl-<2>3- 
dimethylbenzyl)amide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN10 
20 and cyclopropyl<23-dimethylbenzyl)amine. LC-MS: Rt - 0.91 ; ES+: 632.3 1 . 

Example 684 

(rac)-(lR*, 5^>3-Acetyl-7-{4-PK2A5-tricbloropheiioxy)ethoxylphenyl}- 
25 3,9-diazabicyclo[33.1}non-6-ene-6-carboxylic acid (2-chlorobenzyI)- 
cyclopropylamide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN9 
and (2-chlon>benzyl)cyclopropylamine. LC-MS: Rt = 0.94; ES+ : 690.07. 

30 

Example 685 
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(rac}-(lR*, 55*)-3-Acctyl-7-{4-I2-(2-bromo-5*fluorophenoxy)ethoxy]phciiyl}- 
3^-diazabicyclo[33-l]non-6-ene-6-carboxyUc acid (2-cMoro-3-trifluoro- 
methylbenzyl)cyclopropylamide formate salt 

5 Synthesized according to typical procedures H and E from bicyclononene BN2 
and (2-cWoro-3-trifluoromethylber^l)cyclopropylamine. LC-MS: Rt = 0.93; 
ES+: 752.06. 

Example 686 

10 

(rac}-{lR*, 5S*>3-Acetyl-7-{4-[2-(2,4£^ 

3,9-diazabicyclo-[3.3.11non-6-eni^6-carboxylic acid (2-bromobenzyl)- 
cyclopropylamide formate salt 

15 Synthesized according to typical procedures H and E from bicyclononene BN9 
and (2-bromobenzyl)cyclopropylamine. LC-MS: Rt = 0.95; ES+: 733.99. 

Example 687 

20 (rac)-(lR*, 55*>3-Acetyl-7-{4-I2-(2-bromo-S-fluorophenoxy)ethoxylphenyl}- 
3^-diazabicyclo[33.11»on-6-ene-6-carboxyUc acid cyclopropyl-(2,3-dimettayI- 
benzy l)amide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN2 
25 and cyclopropyl-(23-dimethylbenzyl)amine. LC-MS: Rt = 0.91; ES+: 678.22. 

Example 688 

(rac-MUl* 55^-3-Acelyl-7-{4-[2-(2^-dichlorophenoxy)ethoxylphenyl}-3,9- 
30 diazabicyclo[33.11non-6-ene-6-carboxylic acid (2-cMoro-3-trifluoromethyl- 
benzyl)cyclopropylamide formate salt 
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Synthesized according to typical procedures H and E from bicyclononene BN5 
and (2^Woro-3-trmuoromethylbenzyl)cyclopropylamine. LC-MS: R, - 0.94; 

ES+: 724.13. 
S Example 689 

(rocyilR*, 55*V3-Acetyl-7-{4-[2K2^hloro^-dimethylphenoxy)etho X y]- 
phenyD^iazabicycloP^Unon-^ne^-carboxyUc acid (3-chlorobeazyl)- 
cyclopropylamide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN3 
and (3-cUorobenzyl)cyclopropylamine. LC-MS: R, = 0.93; ES+: 648.26. 

Example 690 

{racHlX*. 55>3-Acetyl-7-{4-[2-(2,4^-trichlorophenoxy)ethoxy]phenyl}- 
3^-diazabicyclo[33.11 n on^ene^carboxyUc acid (2-chlorobenzyl)ethyl- 
amide formate salt 

20 Synthesized according to typical procedures H and E from bicyclononene BN9 
and (2-cMorobei»zyl)emylamine. LC-MS: R, = 0.94; ES+: 678.12. 

Example 691 

25 (roaMI**, 55*V3-Acetyl-7-{4-[2K2-chloro-5-fluoropheno X y)etho X y]phenyl}- 
3,9-diazabicyclo[33.1]non^-ene-6-carboxylic acid (2-bromobenzyI)cyclo- 
propylamide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN10 
30 and (2-bromobenzyl)cyclopropylamine. LC-MS: R, = 0.90; ES+: 684.1 1. 



Example 692 
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(raayilR *, 55*>3-AcetyI-7-{4-[2K4-cWoro-2-mcthylphcnoxy)ethoxy]- 
phcnyl}-3^-diazabicyclo[33.1]noii-6-ene-6.carboxyKc acid cyclopropyI-(2,3- 
dichlorobenzyI)amide formate salt 

5 

Synthesized according to typical procedures H and E from bicyclononene BN7 
and cyclopropyi-(2,3-dichloroben2yl)amine. LC-MS: Rt = 0.94; ES+: 670.17 

Example 693 

10 

(rac)-(lR*, 5*y*)-3-Acetyl-7-{4-[2^2H:hIoro-4^dimethylphenoxy)ethoxyI- 
phenyl}-3^-diazabicyclo[33.1]non-6-ene-6-carbo^lic acid cyclopropyl-(3- 
methoxybenzyl)amide formate salt 

15 Synthesized according to typical procedures H and E from bicyclononene BN3 
and cyclopropyl-(3-methoxybenzyl)amine. LC-MS: R| « 0.91; ES+: 644.32. 

Example 694 

20 (rac.y{lR*, 55*)-3-Acetyl-7-{4-[2-(2-bromo-5-fluorophenoxy)ethoxy]- 
phenyl}-3^-dia2abicyclo[33»llnon-6-ene-6-carboxylic acid (2-bromobenzyI)- 
cyclopropylamide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN2 
25 and cyclopropyl(2-bromobenzyl)amine. LC-MS: R* = 0.91 ; ES+: 728.04. 

Example 695 

{racyilR*, 55*)-3-Acetyl-7-{4-[2-(4-chloro-2-methylphenoxy)ethoxy]- 
30 phenyl}-3 > 9-diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclopropyI-(2,3- 
dimethylbenzyl)amide formate salt 
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Synthesized according to typical procedures H and E from bicyclononene BN7 
and cyclopropyl(23-dimethylbenzyl)amine. LC-MS: R, = 0.93; ES+: 628.30. 

Example 696 

5 

{rac.y(lR*, 5S*)-3-Acetyl-7-{4-[2^ 

3^-diazabicyclo[33.11non-6-ene-6-carboxylic acid cycIopropyl-(3-methoxy- 
benzyl)amide formate salt 

10 Synthesized according to typical procedures H and E from bicyclononene BN9 
and cyclopropyl-(3-methoxybenzyl)amine. LC-MS: R* = 0.92; ES+: 686.14. 

Example 697 

15 (rac)-(lR*, 55*)-3-Acetyl-7-{4-[2K2-cUoro^^-dimethylphenoxy)ethoxy]- 
phenyl}-3,9-diazabicyclo[33.1]non-6-ene-6-carboxyKc acid cyclopropyK*- 
fluoro-5-methoxybenzyI)amide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN3 
20 and cyclopropyl-(2-fluoro-5-methoxybenzyl)amine. LOMS: R< - 0.91; ES+: 
662.29. 

Example 698 

25 (rac.y-(lR* 55*>3-AcetyI-7-{4-[2-(4-chloro-2-metliylphenoxy)ethoxyl- 
phenyl}-3,9-diazabicyclo[33.1]non-6-ene-6-carboxylic acid (2-bromobenzyl)- 
cyclopropylamide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN7 
30 and (2-bromobenzyl)cyclopropylamine. LC-MS: Rt = 0.93; ES+: 680.15. 



Example 699 
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{rac.y{lR*, 5S*)-3-Acetyl-7-{4-[2-(2-cl»loro-5-fluorophenoxy)ethoxy]phenyl}- 
3^-diazabicyclo[33.11non-6-ene-6-carboxyUc acid (2-chlorobenzyI)- 
cyclopropylamide formate salt 

5 

Synthesized according to typical procedures H and E from bicyclononene BN10 
and (2-cMoroben2yl)cyclopropylamine. LC-MS: R* = 0.90; ES+: 638.22. 

Example 700 

10 

(racy(lR*, 55*)-3-Acetyl-7-{4-[2-(2,4^-trichlorophenoxy)ethoxy]phenyl}- 
3^-diazabicycIo(33.1Jnon-6-ene-6-carboxylic acid cyclopropyl-(3,5- 
dimethoxybenzyI)amide formate salt 

15 Synthesized according to typical procedures H and E from bicyclononene BN9 
and cyclopropyl-(3,5^memoxybenzyl)amine. LC-MS: R, = 0.93; ES+: 716.14. 

Example 701 

20 {rac.y(JLR*, 55*>3-Acetyl-7-{4-I2-(23-dichIorophenoxy)etboxyJphenyl}-3,9- 
diazabicyclol33.1]non-6-ene-6-carboxylic acid (2-bromobenzyl)cyclopropyl- 
amide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN5 
25 and (2-bromobenzyl)cyclopropylamine. LC-MS: R» = 0.91 ; ES+: 700.07. 

Example 702 

{racyilR *, 55'*>3-Acetyl-7-{4-[2-(2-chloro-4^-dimethylphenoxy)ethoxy]- 
30 phenyl>-3^-diazabicyclol33.1)non-6-ene-6-carboxyUc acid (6-chloro- 
benzoIl^ldioxol-5-ylmethyl)-cycIopropylamide formate salt 
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Synthesized according to typical procedures H and E from bicyclononene BN3 
and (6^morobenzo[13]dioxol-5-ylmethyl)cyclopropylamine. LC-MS: Rt = 0,93; 

ES+: 694.17. 
5 Example 703 

(ra&HZ**> 55*)-3-Acetyl-7-{4.[2.(23-dichlorophenoxy)ethoxy]phenyl}-34>- 
diazabi<yclo[33.1]non-6-ene-6-carboxylic acid (2-cWorobenzyI)cyclopropyl- 
amide formate salt 

10 

Synthesized according to typical procedures H and E from bicyclononene BN5 
and (2-chloroben2yl)cyclopropylamine. LC-MS: Rt = 0.91; ES+: 656.19. 

Example 704 

15 

(rac)-(lR*, 5S r *)-3-Acetyl-7~{4-[2-(4-chloro-2-methylphenoxy)ethoxy]-- 
phenyl}-3^-diazabicycloI33.1]non-6-ene-6-carboxylic acid (2-ch!oro-3- 
triffluoromethylbenzyl)cyelopropylamide formate salt 

20 Synthesized according to typical procedures H and E from bicyclononene BN7 
and (2-cWoro-3-trifluoromethylbenzyl)cyclopropylamine^ LC-MS: Rt = 0.95; 
ES+: 702.17. 

Example 705 

25 

(rac.y( 1R *> 55*)-3-Acetyl-7-{4-[2^2-chloro^^imethylphenoxy)ethoxyl- 
phenyl}-3^-diazabicyclol33.1]non-6-ene-6-carboxyUc acid cyclopropyl-(3- 
methylbenzyl)amide formate salt 



30 



Synthesized according to typical procedures H and E from bicyclononene BN3 
and cyclopropyl-(3-methylbenzyl)amine. LC-MS: Rt = 0.92; ES+: 628.32. 
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Example 706 

(ra*)-(lR*, 5£*)-3-Acetyl-7-{4-[2-(23^ 

diazabicyclo[33.11non-6-cne-6-carboxylic acid (2-chIorobenzyI)ethylamide 
5 formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN5 
and (2-chlorobenzyl)ethylainine. LC-MS: R* = 0.90; ES+: 642.19. 

10 Example 707 

(rac.y(lR*, 5iS^-3-Acetyl-7-{4-[2^2-cWoro-5-fluoropheno^)ethoxy]phenyl}- 
3,9-diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclopropyI-(2-fluoro-5- 
methoxybenzyi)amide formate salt 

15 

Synthesized according to typical procedures H and E from bicyclononene BN10 
and cyclopropyH^-fl^ 10 - 5 ^^ 0 ^^ 1 ^^ 3111 ^ 6 - LC-MS: Rt - 0.88; ES+: 
652.26. 

20 Example 708 

(rac.y(lR * 55>3-Acetyl-7-{4-[2-(4-chloro-2-methylplienoxy)etlioxy]- 
phenyI}-3^-diazabicyclo[33.1]non-6-ene^-carbosylic acid (2-ctaIorobenzyl)- 
cyclopropylamide formate salt 

25 

Synthesized according to typical procedures H and E from bicyclononene BN7 
and cyclopropyl(2^hlorobenzyl)amine. LC-MS: Rt = 0.92; ES+: 634.22. 

Example 709 

30 
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(raay(lA *, 5£*)-3-Acety l-7-{4-[2-(2-bromo-5-fluorophenoxy)ethoxy]- 

phenyl}-3^-diazabicycIo[33.1]non-6«eDe-6-carboxylic acid cyc!opropyl-(3,5- 
dimethoxybenzyl)amide formate salt 

5 Synthesized according to typical procedures H and E from bicyclononene BN2 
and cyclopropyH3,5Klimethoxybenzyl)amine. LC-MS: R* = 0.88; ES+: 708.14. 

Example 710 

10 (raay(JR* f 5iS*)-3-Acetyl-7-{4-[2-(2-chlaro-S-fluorophenoxy)ethoxy]- 
phenyl}-3,9-diazabicyclo[33.1]non-6-ene-6-carboxyIic acid cyc!opropyl-(3- 
methoxybenzyl)amide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN10 
15 and cyclopropyl-(3-methoxybenzyl)amine. LC-MS: R* = 0.87; ES+: 634.27. 

Example 711 

(raaHIR*, 5*S*)-3-Acetyl-7-{4-I2-(2,4,5-trichlorophenoxy)ethoxy]phenyl}- 
20 3»9-diazabicyclo[33.1]non-6-ene-6-carboxylic acid (3-chlorobenzyl)- 
cyclopropy lamide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN9 
and (3-chlorobenzyl)cyclopropylamine. LC-MS: Rt = 0.94; ES+: 690.09. 

25 

Example 712 

(rac.y{lR * 55*)-3-Acetyl-7-{4-[2-(2,6-dichloro-4-methylphenoxy-ethoxy] - 
phenyI}-3,9-diazabicyclo[33.1Jnon-6-ene-6-carboxy!ic acid cyclopropyl-(3,5- 
30 difluorobenzyI)amide formate salt 
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Synthesized according to typical procedures H and E from bicyclononene BN4 
and cyclopropyl-(3,5-difluorobenzyl)amine. LC-MS: R| = 0.93; ES+: 670.22. 

Example 713 

5 

(racyilR * 55*)-3-Acetyl-7-{4-[2-(2 > 4,5^trichlorophenoxy)ethoxylphenyl}- 
3,9-diazabicyclo[33.11non-6-ene-6-carboxylic acid cyclopropyl-(2-fluoro-5- 
methoxybenzyI)amide formate salt 

10 Synthesized according to typical procedures H and E from bicyclononene BN9 
and cyclopropyl-(2-fluoro-5-methoxybenzyl)amine. LC-MS: R* = 0.93; ES+: 
702.40. 

Example 714 

15 

(ro&HJA* 5,5*>-3-AcetyI-7.{4-[2-(2,4^-trichlorophenoxy)ethoxy)phenyl}- 
3,9-diazabicyclop.3.1Jnon-6-ene-6-carboxylic acid cyclopropyl-(3,4- 
dimethoxybenzyl)amide formate salt 

20 Synthesized according to typical procedures H and E from bicyclononene BN9 
and cyclopn>pyl-(3,4-dimethoxybenzyl)aniine. LC-MS: Rt= 0.90; ES+: 716.10. 

Example 715 

25 (rac.y(JR*, 55*)-3-Acetyl-7-{4-[2-(2-chloro-5-fluorophenoxy)ethoxylphenyI}- 
3,9-diazabicyclo[33.1]non-6-ene-6-carboxylic acid (6-chloro-benzo[l,3]- 
dioxol-5-ylmethyl)cyclopropylamide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN10 
30 and (6-chlorobenzo[l,3]dioxol-5-ylmefliyl)cyclopropylamine. LC-MS: Rt = 0.90; 
ES+: 684.19. 
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Example 716 

(raa)~(lR *, 5iS*>3-Acctyl-7-{4-[2^2-bromo-5-fluorophcnoxy)ethoxy]phcnyl}- 
3 9 9-diazabicyclo[33.1]non-6-ene-6-carboxyIic acid (3-cMorobenzyl>- 
5 cyclopropylamide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN2 
and (3-cMoroben2yl)cyclopropylamine. LC-MS: R* = 0.90; ES+: 682.16. 

10 Example 717 

(rac.y(lR* 55*>3-Acetyl-7-{4-[2-(23-^ichlorophenoxy)etIioxylplienyI}-3^- 
diazabicyclo[33.11non-6-ene-6-carboxylic acid cyc!opropyl-(3,4-dimethoxy- 
benzyl)amide formate salt 

15 

Synthesized according to typical procedures H and E from bicyclononene BN5 
and cyclopropyK3,4-^imethoxybenzyl)amine. LC-MS: Rt = 0.97; ES+: 758.08. 

Example 718 

20 

{rac.y{lR *, 55*)-3-Acetyl-7-{4-[2-(2-chloro-5-fluorophenoxy)ethoxylplienyI}- 
3^-diazabicyclo[33.1)non-6-ene-6-carboxyIic acid (2-chlorobenzyl)- 
ethylamide formate salt 

25 Synthesized according to typical procedures H and E from bicyclononene BN10 
and (2-chlorobenzyl)ethylamine. LC-MS: Rt = 0.89; ES-H 626.25. 

Example 719 

30 (racJy(lR* 9 55*)-3-Acetyl-7-{4-|2-(4-chIoro-2-methylpheiioxy)ethoxyl- 
phenyl}-3,9-diazabicyclo(33.1]non-6-ene-6-carboxylic acid cyclopropyI-(3,5- 
dimethoxybenzyl)amide formate salt 
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Synthesized according to typical procedures H and E from bicyclononene BN7 
and cyclopropyH3,5-dimethoxybenzyl)amine. LC-MS: R< = 0.90; ES+: 660.29. 

5 Example 720 

{rac.y(lR*, 55*)-3-AcetyI-7-{4-[2^2,4^trichlorophenoxy)ethoxylphenyI}- 
3^-diazabiqrcIo{33.1]iion-6-ene-6-carboxyUc acid cyclopropyl-(3-methyl- 
benzyl)amide formate salt 

10 

Synthesized according to typical procedures H and E from bicyclononene BN9and 
cyclopropyl-(3-methylbenzyl)amine. LC-MS: R* = 0.94; BS+: 670.22. 

Example 721 

15 

(rac.)-(lR*, 5 1 S*)-3-Acetyl-7-{4-I2-(23-dichlorophenoxy)ethoxy]phenyl}-3,9- 
diazabicyclo[33.1]non-6-ene-6-carboxyUc acid cyclopropyl-(2-fluoro-5- 
methoxybenzyI)amide formate salt 

20 Synthesized according to typical procedures H and E from bicyclononene BN5 
and cyclopropyH2-fluoro-5-methoxybenzyl)amine. LC-MS: Rt = 0.89; ES+: 
668.25. 

Example 722 

25 

(racHIR* 5S*)-3-Acetyl-7-{4-[2K2-cMoi^ 

phenyl}-3 5 9-diazabi<yclo[33.1]non-6-ene-6-carboxyUc acid cyclopropyl-(3,5- 
difluorobenzyl)amide formate salt 



30 Synthesized according to typical procedures H and E from bicyclononene BN3 
and cyclopropyK3,5-di£luorobenzyl)amine. LC-MS: Rt = 0.92; ES+: 650.23. 
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Example 723 

(rac.)-(lR* f 55*>3<Acetyl-7-{4-[2-(23-dichlorophenoxy)etboxy]phenyl}-3^- 
diazabicyclo[33-l]non-6-ene-6-carboxyUc acid cyclopropyl-(3^dimethoxy- 
5 benzyl)amide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN5 
and cyclopropyH3,5^iimethoxybenzyl)amine. LC-MS: R* = 0.89; ES+: 680.22. 

10 Example 724 

(rac)-(l R * 5«y*)-3-Acetyl-7-{4-[2-(2-chloro-5-fluorophenoxy)ethoxy]- 
phenyl}-3,9-diazabicyclo[33.11non-6-ene-6-carboxylic acid (2-ctalorobenzyl)- 
cyclopropylamide formate salt 

15 

Synthesized according to typical procedures H and E from bicyclononene BN10 
and cyclopropyl(3-chlorobenzyl)amine. LC-MS: R* = 0.90; ES+: 638.22. 

Example 725 

20 

(racyiJR*, 55*)-3-Acetyl-7-{4-l2-{2-bromo-5-flnorophenoxy)ethoxyl- 
phenyl}-3^-diazabicyclo[33.1]non-6-ene-6-carboxyIic acid (2-chlorobenzyI>- 
cyclopropylamide formate salt 

25 Synthesized according to typical procedures H and E from bicyclononene BN2 
and (2-chlorobenzyl)cyclopropylamine. LC-MS: Rt = 0.90; ES+: 684.12. 

Example 726 

30 {rac.y{lR*, 5£*)-3-Acetyl-7-{4-[2^2^M 

phenyl}-3^-diazabicyclo[3J.llnon-6-ene-6-carboxylic acid cycIopropyl-(3,4- 

dimethoxybenzyI)amide formate salt 
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Synthesized according to typical procedures H and E from bicyclononene BN3 
and cyclopropyl-(3,4-dimethoxybenzyl)amine. LC-MS: R< = 0.88; ES+: 674.31. 

5 Example 727 

(rac)-(lR* 9 5«S*)-3-Acetyl-7-{4-[2-<2-cM^ 

phenyl}-3^-diazabicycIo[33.1]non-6-ene-6-carboxylic acid cyclopropyl-(3- 
trifluoromethoxybenzyI)amide formate salt 

10 

Synthesized according to typical procedures H and E from bicyclononene BN3 
and cyclopropyH3-trifluoromethoxybenzyl)amine. LC-MS: Rt - 0.95; ES+: 
698.22. 

15 Example 728 

{racyilR*, 5S*)-3-Acetyl-7-{4-l2<2-cIito^^ 

3^-diazabicycloI33*llnon-6-ene-6-carboxylic acid cyclopropyi-(3- 
methylbenzyl)amide formate salt 

20 

Synthesized according to typical procedures H and E from bicyclononene BN10 
and cyclopropyl-(3-methylbenzyl)amine. LC-MS: R* = 0.89; ES+: 618.28. 

Example 729 

25 

{rac)-{lR* 9 5*S*>-3-Acetyl-7-{4-[2-(2-chloro-5-fluorophenoxy)ethoxylphenyl}^ 
3^-diazabicyclo[33.11non-6-ene-6-carboxylic acid cyciopropyl-(3,5- 
dimethoxybenzyI)amide formate salt 



30 Synthesized according to typical procedures H and E from bicyclononene BN10 
and cyclopropyl-(3,5-dimethoxybenzyl)amine. LC-MS: Rt = 0.88; ES+: 664.27. 



WO 03/093267 



472 



PCT/EP03/03721 



Example 730 

(ra*y{lR*, 5*S*)-3-Acetyl-7-{44 

diazabicyclo[33.11non-6-ene-6-carboxyUc acid cyclopropyl-(3-methyI- 
5 benzyl)amide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN5 
and cyclopropyl-(3-methylbenzyl)aimne. LC-MS: R* = 0.90; ES+: 634.21. 

10 Example 731 

(rac.y(lR% 5.y*>-3-AcetyI-7-{4-I2-(2-bromo-5-fluorophenoxy)ethoxy}phenyl}- 
3^-diazabicyclo[33.1]non-6-ene-6-carboxyUc acid cyclopropyl-(2-fluoro-5- 
methoxybenzyl)amide formate salt 

15 

Synthesized according to typical procedures H and E from bicyclononene BN2 
and cyclopropylK2-fluoro-5-methoxyben2yl)amine. LC-MS: Rt = 0.89; ES+: 
696.14. 

20 Example 732 

(ra*)-(lR* 9 5^*)-3-Acetyl-7~{4-[2-(2-bromo-5-fluorophenoxy)ethoxy]phenyl}- 
3^-diazabicyclo[33.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)ethyl- 
amide formate salt 

25 

Synthesized according to typical procedures H and E from bicyclononene BN2 
and (2«chlorobenzyl)ethylamine. LC-MS: R* = 0.90; ES+: 672.14. 

Example 733 

30 
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(rac)-(JR*, 55*>-3-Acetyl-7-{4-I2.(2^-dichlorophenoxy)ethoxy]pheiiyl}-3^- 
diazabicycIoI33.11non-6-cne-6-carboxylic acid (6^Morobenzo[l,3]dioxol-5- 
ylmethyl)cyclopropylamide formate salt 

5 Synthesized according to typical procedures H and E from bicyclononene BN5 
and (6^hlorobenzo[13]dioxol-5-ylmethyl)cyciopiopylamine. LC-MS: R< = 0.91; 

ES+: 700.12. 
Example 734 

. 10 

(rac.)-(lR*, 55*)-3-Acetyl-7-{4-[2-(2^-dichlorophenoxy)ethoxylphenyl}-3,9- 
diazabicyclo[33.1]non-6-ene-6-carboxylic acid (3-cMorobenzyI)cyclopropyl- 
amide formate salt 

15 Synthesized according to typical procedures H and E from bicyclononene BN5 
and (3-chlorobenzyl)cyclopropylamine. LC-MS: R< = 0.91; ES+: 656.19. 

Example 735 

20 (racYilR*, 55*>-3-Acetyl-7-{4-[2-(4-chloro-2-methylphenoxy)ethoxy]- 
phenyl}-3^-diazabicyclol33-llnon-6-ene-6-carboxylic acid (6-chloro- 
benzo[l^]dioxol-S-ylmethyI)cyclopropylamide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN7 
25 and (6^Worobenzo[l,3]dioxol-5-ylmethyl)cyclopropylamine. LC-MS: R* - 0.92; 
ES+: 678.20. 

Example 736 

30 (rac.y(lR*, 5S*>3-Acetyl-7-{4-l2-(2-bromo-5-fluorophenoxy)etlioxylphenyl}- 
3,9-diazabicyclo[33,l]non-6-ene-6-carboxylic acid cyclopropyl-(3-methoxy~ 
benzyl)amide formate salt 
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Synthesized according to typical procedures H and E from bicyclononene BN2 
and <^clopropyl^3-memoxybenzyl)amine. LC-MS: R* = 0.88; ES+: 678.20. 

5 Example 737 

(rac.y-(lR*, 55*)-3-Acetyl-7-{4-[2-(4-chloro-2-methyIphenoxy)eflioxy]- 
phenyl}-3^-diazabicyclo[33.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)- 
ethylamide formate salt 

10 

Synthesized according to typical procedures H and E from bicyclononene BN7 
arid (2-cMorobenzyl)emylainine. LC-MS: R* = 0.91; ES+: 622.26. 

Example 738 

15 

(ra*y(lX*> 55*>3-Acetyl-7-{4-[2-(4-chlon)-2-methylphenoxy)etlioxyl- 
phenyl}-3^-diazabicyclo[33.1Jnon-6-ene-6-carboxyIic acid cyclopropyl-(3- 
methylbenzyl)amide formate salt 

20 Synthesized according to typical procedures H and E from bicyclononene BN7 
and cyclopropyl<3-memylbenzyl)anune. LC-MS: R* = 0.91; ES+: 614.32. 

Example 739 

25 (rac.y(lR* t 55*)-3-Acetyl-7-{4-[2-(2,4^-triclilorophenoxy)ethoxy]plienyl}- 
3,9-diazabicyclo|33.1]non-6-ene-6-carboxyUc acid (6-chlorobenzoI13]dioxol- 
5-ylmethyl)cyclopropylamide formate salt 

Synthesized according to typical procedures H and E from bicyclononene BN9 
30 and (6-cMorobenzo[13]dioxol-5-ylmemyl)cyclopropylamine. LC-MS: R» = 0.94; 

ES+: 734.06. 
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Example 740 

{rac.y{lR, 55)-7-{4-[3<2^,6-Trifluorophenoxy)propyIphenyI}-3^-diaza- 
bicyclo[33.1]non-6-cne-6-carboxyDc acid (2-chIorobcnzyI)cyclopropyIamide 

5 

From Example 149, separated by chiral preparative HPLC. 
Example 741 

10 (rac.y(lS, 5i?)-7-{4-[3-(23,6-Trifluorophenoxy)propylphenyl}-3^-diaza- 
bicydo[3.3.11non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropylamide 

From Example 149, separated by chiral preparative HPLC. 

15 Example 742 

(rac.y(lR*, 55*)-3-Acetyl-7-{4-[3-(2,6Hlichloro-^methylplienoxy)propyl]- 
phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene«6-carboxyBc acid (2-chlorobenzyI)- 
cyclopropylamide formate salt 

20 

Synthesized according to typical procedures F and E from bicyclononene BB1 and 
2,6-dicMoro-4-methylphenol. LC-MS: R< = 0.96; ES+: 666.35. 

Example 743 

25 

(raa)-(lJ?*, 55*)-7-{4-[3-(2-Bromo-5-fluorophenoxy)propyl]phenyl}-3^- 
diazabicyclo[33.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropyl- 
amide 



30 Synthesized according to typical procedure E from bicyclononene AL20. LC- 
MS: R< = 0.86; ES+: 640.21. 
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The following assay was carried out in order to determine the activity of the 
compounds of general formula I and their salts. 

Inhibition of human recombinant renin by the compounds of the 
5 invention 

The enzymatic in vitro assay was performed in 384-well polypropylene plates 
(Nunc). The assay buffer consisted of 10 mM PBS (Gibco BRL) including 1 mM 
EDTA and 0.1% BSA. The incubates were composed of 50 uL per well of an 
10 enzyme mix and 2.5 uL of renin inhibitors in DMSO. The enzyme mix was 
premixed at 4°C and consists of the following components: 
. human recombinant renin (0.16 ng/mL) • synthetic human angiotensin(l-14) (0.5 

uM) 

• hyd^oxyquinoline sulfate (1 mM) 
15 The mixtures were men incubated at 37°C for 3 h. 

To determine the enzymatic activity and its inhibition, the accumulated Ang I was 
detected by an enzyme immunoassay (EIA) in 384-well plates (Nunc). 5 uL of the 
incubates or standards were transferred to immuno plates which were previously 
coated with a covalent complex of Ang I and bovine serum albumin (Ang I - 
20 BSA). 75 uL of Ang I-antibodies in essaybuffer above including 0.01% Tween 20 
were added and a primary incubation made at 4 °C overnight The plates were 
washed 3 times with PBS including 0.01% Tween 20, and then incubated for 2 h 
at rt with an antirabbit-peroxidase coupled antibody (WA 934, Amersham). After 
washing the plates 3 times, the peroxidase substrate ABTS (2.2'-azmo-di-(3-etbyl- 
25 benztmazolinsulfonate), was added and the plates incubated for 60 min at room 
temperature. After stopping the reaction with 0.1 M citric acid pH 4.3 the plate 
was evaluated in a microplate reader at 405 nm. The percentage of inhibition was 
calculated of each concentration point and the concentration of renin inhibition 
was determined that inhibited the enzyme activity by 50% <TC 5 o). The IC 50 -values 
30 of all compounds tested are below 100 nM. However selected compounds exhibit 
a very good bioavailibility and are metabolically more stable than prior art 
compounds. 
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wherein 

X and W represent independently a nitrogen atom or a -CH- group; 

10 

V represents -(CH 2 >; -A-(CH 2 ) S -; -CH 2 -A-(CH 2 )r; -(CH 2 ) S -A-; -(CH^-A- 
(CH 2 V; -A-(CH 2 >B-; <IH 2 ^CH 2 -CH 2 -A-CH 2 -; -A-CH^CH^B-CHr; -CH 2 -A- 
CH2-CH2-B-; -CH 2 «CH 2 -CH 2 -A.CH 2 -CH 2 s -CH 2 -CH 2 -CH 2 -CH 2 -A-CH 2 s -A- 
CH 2 -CM 2 -B-CH 2 -CH 2 -; -CH 2 -A-CH 2 -CH 2 -B-CH 2 s -CH^A-CH^CH^CH^Bs or 
15 -CH2-CH 2 -A-CH 2 -CH 2 -B-; 

A and B independently represent -O-; -S-; -SO-; -S0 2 -; 
U represents aryl; heteroaryl; 

20 

T represents -CONR 1 -; -(CH 2 ) p OCO-; -(CH^CR^CO-; -(CH^pNCR^SOj-; or 
-COO-; 



Q represents lower alkylene; lower alkenylene; 

25 
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M represents hydrogen; cycloalkyl; aryl; heterocyclyl; heteroaryl; 

L represents -R 3 ; -COR 3 ; -COOR 3 ; -CONR 2 R 3 ; -SO2R 3 ; -S02NR 2 R 3 ; 
-COCH(Aryl)2; 

5 

R 1 represents hydrogen; lower alkyl; lower alkenyl; lower alkinyl; cycloalkyl; 
aryl; cycloalkyl - lower alkyl; 

R 2 and R 2r independently represent hydrogen; lower alkyl; lower alkenyl; 
10 cycloalkyl; cycloalkyl - lower alkyl; 

R 3 represents hydrogen; lower alkyl; lower alkenyl; cycloalkyl; aryl; heteroaryl; 
heterocyclyl; cycloalkyl - lower alkyl; aryl - lower alkyl; heteroaryl - lower alkyl; 
heterocyclyl - lower alkyl; aryloxy - lower alkyl; heteroaryloxy - lower alkyl, 
15 whereby these groups may be unsubstituted or mono-, di- or trisubstituted with 
hydroxy, -OCOR 2 , -COOR 2 , lower alkoxy, cyano, -CONR 2 R 2f , -NH(NH)NH 2 , 
-NR^ 4 * or lower alkyl, with the proviso that a carbon atom is attached at the most 
to one heteroatom in case this carbon atom is sp3-hybridized; 

20 R 4 and R 4f independently represents hydrogen; lower alkyl; cycloalkyl; cycloalkyl 
- lower alkyl; hydroxy - lower alkyl; -COOR 2 ; -CONH 2 ; 

m and n represent the integer 0 or 1, with the proviso that in case m represents the 
integer 1, n is the integer 0, and in case n represents the integer 1, m is the integer 
25 0; 

p is the integer 1, 2, 3 or 4; 
r is the integer 3, 4, 5, or 6; 
s is the integer 2, 3, 4, or 5; 
30 t is the integer 1, 2, 3, or 4; 
u is the integer 1, 2, or 3; 
v is the integer 2, 3, or 4; 
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and optically pure enantiomers, mixtures of enantiomers such as racemates, 
diastereomers, mixtures of diastereomers, diastereomeric racemates, mixtures of 
diastereomeric racemates, and the meso-form; as well as pharmaceutical^ 
5 acceptable salts, solvent complexes and morphological forms. 

2. Compounds of general formula I wherein X, W, V, U, T, Q, L, and M are as 
defined in general formula I and 

10 n is 0 
m is 1, 

and optically pure enantiomers, mixtures of enantiomers such as racemates, 
diastereomers, mixtures of diastereomers, diastereomeric racemates, mixtures of 
15 diastereomeric racemates, and the meso-form; as well as pharmaceutical^ 
acceptable salts, solvent complexes and morphological forms. 

3 . Compounds of general formula I wherein X, W, V, U, T, Q, M, m, and n are as 
defined in general formula I and 

20 

L represents -COR 3 "; -COOR 3 "; -CONR 2 "R 3 "; 

R 2 " and R 3 " represent independently lower alkyl; lower cycloalkyl - lower alkyl, 
which lower alkyl and lower cycloalkyMower alkyl are undubstituted or mono- 
25 substituted with halogen, -CN, -OH, -OCOCH 3 , -CONH 2 ,-COOH, or -NH 2 , with 
the proviso that a carbon atom is attached at the most to one heteroatom in case 
this carbon atom is sp3-hybridized, 

and optically pure enantiomers, mixtures of enantiomers such as racemates, 
30 diastereomers, mixtures of diastereomers, diastereomeric racemates, mixtures of 
diastereomeric racemates, and the meso-form; as well as pharmaceutical^ 
acceptable salts, solvent complexes and morphological forms. 
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4. Compounds of general formula I wherein X, W, V, U, L, m, and n are as 
defined in general formula I and 

5 T represents -CONR 1 ; 
Q represents methylene; 
M represents hydrogen; aryl or heteroaryl; 

and optically pure enantiomers, mixtures of enantiomers such as racemates, 
10 diastereomers, mixtures of diastereomers, diastereomeric racemates, mixtures of 
diastereomeric racemates, and the meso-fonn; as well as phannaceuticaUy 
acceptable salts, solvent complexes and morphological forms. 

5. Compounds of general formula I wherein X, W, U, L, T, Q, M, m, and n are as 
15 defined in general formula I and 

V represents -CH 2 CH 2 0-; -CH 2 CH 2 CH 2 0-; -OCH2CH2O-; 

and optically pure enantiomers, mixtures of enantiomers such as racemates, 
20 diastereomers, mixtures of diastereomers, diastereomeric racemates, mixtures of 
diastereomeric racemates, and the meso-fonn; as well as pharmaceutically 
acceptable salts, solvent complexes and morphological forms. 

6. Compounds of general formula I wherein V, U, T, Q, M, L, m, and n are as 
25 defined in general formula I and 

X and W represent a -CH- group 

and optically pure enantiomers, mixtures of enantiomers such as racemates, 
30 diastereomers, mixtures of diastereomers, diastereomeric racemates, mixtures of 
diastereomeric racemates, and the meso-fonn; as well as pharmaceutically 
acceptable salts, solvent complexes and morphological forms. 
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7. Compounds of general formula I wherein X, W, V, Q, T, M, L, m, and n are as 
defined in general formula I and 

5 U is a mono-, di-, or trisubstituted phenyl whereby the substituents are halogen; 
lower alkyl or lower alkoxy 

and optically pure enantiomers, mixtures of enantiomers such as racemates, 
diastereomers, mixtures of diastereomers, diastereomeric racemates, mixtures of 
10 diastereomeric racemates, and the meso-form; as well as pharmaceutically 
acceptable salts, solvent complexes and morphological forms. 

8. The compounds according to any one of claims 1 - 7 selected from the group 
consisting of 

15 

(rac>(2-methoxyphenyl)acetic acid (JR* 55*)-7-{4-[3-{2-methoxybenzyloxy> 
propoxy]phenyl}-3-(2-thiophen-2-ylacetyl)-3,9^a2abicyclo[33.1]non-6-en-^yl- 

methyl ester; 

20 (rac.H2-methoxyphenyl)acetic acid (1R* 5W-[2<4-chlorophenyl)acetyl]-7- 
{4-[3 -(2-methoxybenzyloxy)propoxy]phenyl> -3 ,9-diazabicy clo[3 .3.1 ]non-6-en-6- 
ylmethyl ester; 

(mc.H2-methoxyphenyl)acetic acid (JR* 55*)-7-{4-[3-(2-methoxybenzyloxy)- 
25 propoxy]phenyl}OKqumoxalme-^^ 
ylmethyl ester; 

(rac.y(lR* 55^3-acetyl-7-{4-[3K2-memoxyberizyloxy)propoxy)phenyl}-3,9-di- 
azabicyclo[33.1]non-6-ene-6-carboxyUc acid [2-(2-chlorophenyl)ethyl]methyl- 
30 amide; 
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(rac.X2-methoxyphenyl)acetic acid (1R* 5S*)-3-(benzo[i>]thiophene-3- 
caibonyl>7-{4-[3-(2-methoxybenzyloxy)propoxy]phenyl}-3,9-<iiazabicyclo- 

[3.3.1]non-6-en-6-yl-methyl ester, 

5 (rac.H2-methoxyphenyl)acetic acid {1R* 5S*)-3-acetyl-7-{4-[3-(2-methoxy- 
benzyloxy)propoxy]phenyl}-3,9^azab^^ 

(rac.)-(2-methoxyphenyl)acetic acid (1R* 5S*)-7-{4-[3-(2-methoxyben2yloxy> 
propoxy]phenyl}-3-phenylmethanesulfonyl-3,9^iazabicyclo[3.3.1]non-6-en-6- 

10 ylmethyl ester, 

(rac.y(lR * 55*)-3-acetyl-7-{4-[3-(2-methoxybexizyloxy)propoxy)phenyl>-3,9- 
diaza-bicyclo[3.3.1]non-6-ene-6-carboxylic acid [2-(4-methoxyphenyl)ethyl]- 
methylamide; 

15 

{rac.yi.lR*, 5S*>3-acetyl-7-{4-[2-(2-chloro-5-methylphenoxy)ethyl]phenyl}-3,9- 
diazabicyclo[33.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac.y(lR* 55*)-3-acetyl-7-{4-[2-(2-bromo-5-fluoropheiioxy)ethyl]phenyl}-3,9- 
20 diazabicyclo[3.3.1]non-6-ene-6-carboxyHc acid methylphenethylamide; 

(racH2-methoxyphenyl)acetic acid (1R* 55*)-3-[2-(4-chlorophenyl)acetyl]-7- 
{643<2-memoxybenzyloxy)propoxy]pyridm-3-yl}0,9^azabicyclo[3.3.1]non-6- 

en-6-ylmethyl ester, 

25 

(rac.y(lR*, 55^-3-acetyl-7-{4-[2K2,5-dimethylphenoxy)ethyl]phenyl}-3,9-di- 
azabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

(rac.H 1R * 55*)-3-acetyl-7-{4-[3-(2-methoxybenzyloxy)propoxy]phenyl}-3,9- 
30 diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid [2-(4-chlorophenyl)ethyl]methyl- 
amide; 
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(rac.y(JR* J5*>-3-acetyl-7-{4-[3-(2-methoxybenzyloxy)propoxy]phenyl}-3,9- 
diazabicyclo[3.3. l]non-6-ene-6-carboxyUc acid [2-(3-cbJorophenyl)ethyl]methyl- 
amide; 

5 {rac.y{lR* 55*>3-acetyl-7-{4-[3-(2-methoxybenzyloxy)propoxy]phenyl>-3,9-di- 
azabicycIo[3.3.1]non-6-ene-6-carboxyIic acid ethylphenethylamide; 

(rac.)-(lR* J5'^3-acetyl-7-{4-[3K2-methoxybenzyloxy)propoxy]phenyl}-3,9-di- 
azabicyclo[3.3.1]non-6-ene-6-caiboxylic acid [2-(3-methoxyphenyl)ethyl]methyl- 
10 amide; 

(rac.}-(lR*, 55^^-acetyl-7-{4-[3-(23,6-trifluorophenoxy)propyl]phenyl}-3,9-di- 
azabicyclo[3.3.1]non-6-ene-6-carboxylic acid memylphenemylamide; 

15 {racYilR* JS*)-3-acetyl-7-{4-[3-(2-methoxybenzyloxy)piopoxy]phenyl}-3,9-di- 
azabicyclo[3.3.1]non-6-ene-6-carboxylic acid memylphenemylamide; 

(rac.y(JR* 55*)-3-acetyl-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]pheiiyl}- 
3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

20 

(rac.>(2-methoxyphenyl)acetic acid (1R* 5S*>7-{4-[3-(2-methoxybenzyloxy> 
propoxy]phenyl}-3-memyl-3^-^azabicyclo[3.3.1]non-6-en-6-ybnethyl ester; 

(rac.HM*> 55^3-acetyl-7-{4-[3<2-memoxybenzyloxy)pn)i)Oxy]pheiiyl>-3,9-^- 
25 azabicyclo[3.3.1]non-6-ene-6-carboxyUc acid [2-(3,4-dimethoxyphenyl)ethyl]- 
methylamide; 

(racyilR* 5S^-3-acetyl-7-{4-[2<2,3,5-trimemylphenoxy)ethyl]phenyl}-3,9-di- 
azabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

30 

{racy^lR* 55*)-3-acetyl-7-{4-[3-(2,5-dichlorophenoxy)propyl]phenyl}-3,9-di- 
azabicyclo[3.3. l]non-6-ene-6-carboxylic acid methylphenethylamide; 
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{rac.y{lR* 5S*>3-acetyl-7-{4-[2K23-dimethylphenoxy)ethyl]phenyl}-3,9-di- 
azabicyclo[3.3.1]non-6-ene-6-carboxylic acid methylphenethylamide; 

5 {rac)-N-{{lR* JS^3-acetyl-7-{4-[2^2K;Moro^^-dimethylphenoxy)elhyl]phe- 
nyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxyUc acid methylphenethylamide; 

(rflc.H2-methoxyphenyl)acetic acid {1R* 5S*)-7-{4-[3-(2-methoxyben2yloxy> 
propoxy]phenyl}-3,9-diazabicyclo[3.3.1]non-6-en-6-ylmethyl ester, 

10 

irac.yN-i{ 1R* J5*)-3-acetyl-7-{4-[3-(2-methoxybenzyloxy)propoxy]phenyl}- 

3,9KUazabicyclo[3J.l]non^en^yb^ 

acetamide; 

15 {rac.yN-{{lR* JS*)-3-acetyl-7-{4-[2-(2-ter/-biityl-4-methylphenoxy)ethyl]phe- 
nyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxyUc acid methylphenethylamide; 

(raa>( 1R * 5^3-acetyl-7-{442^2,5-difluorophenoxy)ethyl]phenyl}-3,9-diaza- 
bicyclo[3.3.1]non-6-ene-6-carboxyUc acid methylphenethylamide; 

20 

{rac.y{lR* 5S^3-acetyl-7-{4-[3-(2-methoxybenzyloxy)propoxy]phenyl}-3,9-di- 
azabicyclo[3.3.1]non-6-ene-6-carboxyhc acid methyl(3-phenylpropyl)amide; 

{rac.y{lR* 55*>3-acetyl-7-{4-[3-(2 > 3-dichlorophenoxy)propyl]phenyl}-3,9-di- 
25 azabicyclo[3.3.1]non-6-ene-6-caiboxyUc acid methylphenethylamide; 

{racyiJR* 55*)-3-acetyl-7-{4-[3-(2-acetylphenoxy)propyl3phenyl}-3,9-diazabi- 
cyclo[3.3.1]non-6-ene-6-carboxyhc acid methylphenethylamide; 

30 (rac.y{lR* 5Sr)-3-acetyl-7-{4-[3-(2-methoxybenzyloxy)propoxy]phenyl>-3,9-di- 
azabicyclo[3.3.1]non-6-ene-6-carboxylic acid [2-(2-methoxyphenyl)ethyl]methyl- 
amide; 
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(rac)-(i-R*, J5*)-3-acetyl-7-{4-[3-(2-methoxybenzyloxy)propoxy]phenyl}-3,9- 
diazabicyclo[3.3.1]non-6-ene-6-carboxyUc acid benzylmethylamide; 

5 (rac.y(lR* 5S*)-3-acetyl-7-{4-[3-(2,5-difluorophenoxy)propyl]pb.enyl>-3,9-di- 
azabicyclo[3.3.1]non-6-ene-6-carboxyUc acid methylphenethylamide; 

(rac.)-(lR* 5S^-3-acetyl-7-[4-(2-o-tolyloxye1iiyl)phenyl]-3,9-diazabicyclo- 
[3.3.1]non-6-ene-6-carboxylic acid memylphenethylamide; 

10 

(racHJR* 5S^3-acetyl-7-{4-[2-(3-isopropylpheiioxy)ethyl]phenyl}-3,9-diaza- 
bicyclo[3.3.1]non-6-ene-6-carboxyHc acid methylphenethylamide; 

(rac.)-(/K* 5S*)-3-acetyl-7-{4-[3-(2-cblorophenoxy)propyl]pheiiyl}-3,9-diazabi- 
15 cyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropylamide; 

{rac.y{lR* 55*)-5-[7-{4-[2-(2-bromo-5-fluoropheno3cy)ethyl]phenyl}-6-(methyl- 
phenethylcarbamoyl)-3,9-diazabicyclo[3.3. l]non-6-en-3-yl]-5-oxo-pentanoic acid; 

20 (rac.y{lR* 5S^3-acetyl-7-{4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl}-3,9- 
diazabicyclo[3.3.1)non-6-ene-6-caiboxylic acid (2-chlorobenzyl)cyclopropyl- 
amide; 

(racHJR* 5S*)-7-{4-[3-(2^,6-trifluorophenoxy)piopyl-phenyl}-3,9-diaza- 
25 bicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropylamide; 

(rac.y5-((lR*, 55*)-6-[(2-chlorobenzyl)cyclopropylcarbamoyl]-7-{4-[3-(2,3,6- 
trifluorophenoxy)propylphenyl}-3,9-diazabicyclo[3.3.1]non-6-en-3-yl>5-oxo- 

pentanoic acid; 



30 
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{racyQR* 5S*)-6-[(2-chlorobenzyl)cyclopropylcarbamoyl]-7-{4-[3-(2,3,6- 

trifluoro-phenoxy)propylJph^^ 

acid 2,2,2-tricMorc-l.l-dimethylethyl ester, 

5 {racyS-dlR*, 5S*)-6-[(2-chlorobenzyl)cyclopropylcaibamoyl]-7-{4-[3-(2,3,6- 
tiifluorophenoxy)propyl]phenyl}-3,9-diazabicyclo[33.1]non-6^n-3-yl)-2> 

dimethyl-5-oxo-pentanoic acid; 

(rac.)-5-(( 1R *. J5*)-6-[(2-chlorobenzyl)cyclopropylcarbamoyl]-7-{4-[3-(23,6- 
10 trifiuorophenoxy)propyl]phenyl}3^Kiiazabicyclo[3.3.1]non-6-en-3-yl)-5-oxo- 

pentanoic acid methyl ester; 

l:l-Mixture of (1R, 5S)-3-i(.JS, ^H-hydroxypyrroIidine-2-carbonyl)-7-{4-[3- 
(23,6-trifluorophenoxy)propyl]phenyl}3,9-diazabicyclo[3.3.1]non-6-ene-6- 
15 carboxylic acid (2-chlorobenzyl)cyclopropylamide and (IS, 5i?>3-((i5, 
hydroxypyrrohdme-2-carbo^ 

3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxyUc acid (2-chlorobenzyi)cyclopropyl- 
amide; 

20 (rac.y(JR* 5S'*)3<4^arbamoylbutyryl>7-{4-[3-(23,6^trifluorophenoxy> 
propyl]phenyl}3,9-^iazabicyclo[3.3.1]non-6-ene-6-caTboxylic acid (2-chloro- 
benzyl)cyclopropylamide; 

(rac.)-(lR* 55*)3<4-carbamoylbutyryl)-7-{4-[3K2,3,6^trifluorophenoxy> 
25 P ropyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-eiie-6-carboxyUc acid benzyl- 
cyclopropylamide; 



(racHlR*. 5S*)-3-(4-carbamoylbutyryl)-7-{4-[3-(2,3,6-trifluoropbenoxy> 
propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chloro- 
30 benzyl)ethylamide; 
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(racyilR*, 55*)-3-(4-carbamoylbutyryl>7-{4-[3-(2,3,6-trifluorophenoxy)- 
propyl]phenyl}-3^-diaza-bicyclo[3.3. l]non-6-ene-6-carboxyUc acid cyclopropyl- 
(2-fluorobenzyl)amide; 

5 {rac.y(lR* 5S^3^4-<»Aamoylbutyryl)-7-{4-[3-(23,6-trifluorophenoxy)- 
propyl]phenyl}-3,9-diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclopropyl- 
(3 -trifluoromethylbenzyl)amide; 

(rac.y(lR* 55*)-3-(4-carbamoylbutyryl)-7-{4-[3-(2,3,6-trifluorophenoxy)- 
10 propyl]phenyl}-3,9-diaza-bicyclo[3.3.1]non-6-ene-6-carboxyUc acid cyclopropyl- 
(2-methylbenzyl)amide; 

(rac.y{ 1R * 55*0-3-(4-carbamoylbutyryl)-7-{4-[3-(2,3,6-trifluorophenoxy)- 
ptopyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxyUc acid cyclopropyl- 
15 phenethylamide; 

(rac.y{JR* 55*)-3K4^bamoylbutyryl)-7-{4-[3-(2,3,6-trifluorophenoxy> 
propyl]phenyl}-3,9-diaza-bicyclo[3.3.1]non-6-ene-6-carboxyUcacid [2-(2-chloro- 
phenyl)ethyl]cyclopropylamide; 

20 

(rac>( JR* 5S^-3K4^aibamoylbutyryl)-7-{4-[3-(23,6-trifluorophenoxy)- 
propyl]phenyl}-3,9-diazabicyclo[3 .3.1 )non-6-ene-6-carboxylic acid cyclopropyl- 
(3,5Klimethoxyberizyl)amide; 

25 l:l-mixture of (rac.H3R*yHVR*> J5*)-6-[(2-chlorobenzyl)cyclopropyl- 
( »rbamoyl]-7-{4-[3-(23,6-timuorophenoxy)propyl]phenyl}-3 J 9-diazabicyclo- 

[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid and (rac>(JS*)-5-((ii?*, 

5S^^[(2^Morobenzyl)cyclopropylK»rbamoyl]-7-{4-[3-(2,3,6-trifluoro- 

phenoxy)propyl]phenyl}-3,9-diazabicyclo-[3.3.1)non-6-en-3-yl>3-hydroxy-5- 

30 oxopentanoic acid; 
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l:l-mixture of (racy(3R*)-S-(ilX*. 55*)-6-(benzylcyclopropylcaibamoyl>7-{4- 
[3-(2,3,6-trmuorophenoxy)propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-en-3-yl)- 

3-hydroxy-5-oxopentanoic acid and Xr<*c.)-(3S*)-5-((lR* 55*>6- 
(benzylcyclopropylcarbamoyl)-7-{4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl}- 

5 3,9-diazabicyclo[3.3 .l]non-6-en-3-yl)-3-hydrpxy-5-oxopentanoic acid; 

l:l-mixture of (rac.)-{3R*)-5-{(lR* 5S*)-6-[(2-chlorobenzyl)ethyIcaTbamoyl]-7- 
{4-[3<23,6-trmuorophenoxy)propyl]phenyl}-3,9^az^icyclo[33.1]non-6-en-3- 

yl>3-hydroxy-5-oxopentanoic acid and (rac.)-(3S*)-5-((lR* 5S*)-6-[(2- 
10 cMorobenzyl)ethylcarbamoyl]-7-{4-[3K23,6-trifluorophenoxy)propyl]phenyl}- 
3 > 9-diazabicyclo[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoicacid; 

l:l-mixture of (rac.)-(3R*)-5<VR* 5S*>6-[cyclopropyl-(2-fluorobenzyl)- 
carbamoyl]-7-{4-[3^23,6-trifiuorophenoxy)propyl]phenyl}-3,9-diazbicyclo- 

15 [3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid and (rac.y(3S*y-5-((lR*, 
55^-6-[cyclopropyH2-fluoroben2yl>carbamoyl]-7-{4-[3<23,6-trifluoro- 
phenoxy)propyl]phenyl}-3,9^azbicyclo.[33J]non-6-en-3-yl>3-hydroxy-5- 

oxopentanoic acid; 

20 l:l-mixture of (rac.y{3R*y5-(ilR* J5*)-6-[cyclopropyl-(3-trifluoromethyl- 
benzyl)catbamoyl]-7-{4-[3-(2,3,6-1rifluorophenoxy)propyl]-phenyl}-3^-diaza- 
bicyclo[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid and (rac.)-(3S*)-5- 
(( 1R * 55*)^-[cyclopropyl-(3-trifluoromethylbenzyl)carbamoyl]-7-{4-[3-(2,3,6- 
trifluorophenoxy)propyl]-phenyl} -3,9-diaza-bicyclo[3 .3. l]non-6-en-3-yl)-3- 

25 hydroxy-5-oxopentanoic acid; 

l:l-mixture of (rac.H3R*)-5-i{lR* J5*>6-[cyclopropyl-(2-inethylbenzyl> 
carbamoyl]-7-{4-[3K2,3,6-trifluorophenoxy)propyl]pbenyl}-3>diazabicyclo- 
[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid and (rac.)-(3S*)-5-((lR*, 
30 5S*)^[cyclopropyl-(2-methylbenzyl)carbamoyl]-7-{4-[3^23,6-trifluoro- 
phenoxy)propyl]phenyl)-3,9-diazabicyclo-[3.3.1]non-6-en-3-yl)-3-hydroxy-5- 

oxopentanoic acid; 
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l:l-mixture of {rac.y{3R*y5-{{lR* 5S*>6-{cyclopropyl-[2-(4-methoxy- 
phenoxy)ethyl]carbamoyl}-7-{4-[3^23,6^^ 

diazabicyclo[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid and (rac.)- 
5 (3S*y5-{(lR* 5S^-6-{cyclopropyl-[2^4-me1hoxyphenoxy)e1hyl]caibamoyl}-7- 
{4_[3^2,3,6-tri£luorophenoxy)propyl]phenyl}-3,9-diazabicyclo[3J.l]non-6^n-3- 
yl)-3-hydroxy-5-oxopentanoic acid; 

l:l-mixture of (rac.y(3R*y5-((lR* 5S*)-6-[cyclopropyH2-m-tolyloxyethyl> 
10 carbamoyl]-7-{4-[3<23,6^trffluorophenoxy)propyl]phenyl}-3 J 9-*azabicyclo- 

[3.3.1]non-6-en-3-yl>3-hydroxy-5-oxopentanoic acid and (rac.y(3S*y5-{(lR*, 
5S*)^[cyclopropyl-(2-m-tolyloxyethyl)^ 

phenoxy)propyl]phenyl}-3,9^azabicyclo-[33.1]noii-6^n-3-yl)-3-hydroxy-5- 
oxopentanoic acid; 

15 

l:l-mixture of (rac. *)-5-((7tf* J^^o-iP^-chlorophenyOethyl]- 
cyclopropylcarbamoyl}-7-{4-[3-(23,6-trifluorophenoxy)propyl]phenyl}-3> 
diazabicyclo[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid and (rac.y 
(3S*y5-((JR* 55^^-{[2<2HjWoropbjenyl)efliyl]cyclopropyl<Mrbamoyl}-7-{4-[3- 
20 (2,3,6^trifltiorophenoxy)pTopyl]phenyl}-3,9-diazabicyclo[3..3.1]non-6-en-3-yl)-3- 
hydroxy-5 -oxopentanoic acid; 

l:l-mixture of (rac.yC3R*)-5-((lR* JS*)-6-[cyclopropyl-(3,5-diniethoxy- 
ben2yl)carbamoyl]-7-{4-[3K2,3,6^trifluorophenoxy)propyl]phenyl}-3,9-diaza- 
25. bicyclo[3.3.1]non-6-en-3-yl)-3-hydroxy-5-oxopentanoic acid and (rae.)-(3.S*)-5- 
(( 1R* J5*)^[cyclopropyl<3,5-dimethoxybenzyl)carbamoyl]-7-{4-[3-(2,3,6- 
trifluorophenoxy)propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-en-3-yl)-3- 
hydroxy-5-oxopentanoic acid; 



30 (rac.y(lR*. 5S*>-3-acetyl-7-{4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl}-3,9- 
diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)ethylamide; 
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(rac.)-( 1R * 5S*>3-acetyl-7-{4-[3-(23,6-^^ 

diazabicyclo[3.3.1]non-6-ene-6-carboxyUc acid cyclopropyl(3,5-dimethoxy- 
benzyl)amide; 

5 (rac.y-5-((lR* J5*)-6-(benzylcyclopropylcarbamoyl)-7-{4-[3-(2 J 3,6-trifluoro- 
phenoxy)propyl]phenyl}-3,9^azabicyclo[33.1]non-^-en-3-yl)-5-oxopentanoic 

acid; 

(rac.yS-(ilR* 55>6-[(2^hlorobenzyl)ethylcarbamoyl]-7-{4-[3-(2,3,6-1rifluoro- 
10 phenoxy)propyl]phenyl}-3,9^azabicyclo[33.1]non-6-en-3-yl)-5-oxopentanoic 

acid; 

(rac.}-5-(ilR* J5*)-6-[cyclopropyl-(2-fluorobenzyl)carbamoyl]-7-{4-[3-(2,3,6- 
trifluorophenoxy)propyl]phenyl>3,9^azabicyclo[33.1]non-^n-3-yl)-5-oxo- 

15 pentanoic acid; 

(rac>5-((/J? * 5S=0^[<^clopropyl(3-trmuoioniethylbenzyl)carbamoyl]-7-{4-[3- 
(23,6-tiifluorophenoxy)propyl]ptenyl}3,9Kiiazabicyclo[33.1]non-6^en-3-yl)-5- 

oxopentanoic acid; 

20 

(rac.y-5-((lR * 5S"0^[cyclopropyl(2-metittylbenzyl)carbamoyl]-7-{4-[3-(2,3,6- 
trifluorophenoxy)propyl]phenyl}3,9^azabicyclo[33J]non-6-en-3-yl)-5-oxo- 

pentanoic acid; 

25 {racyS-iilR*, J5*)-6-{[2-(2-chloiophenyl)ethyl]cyclopropylcarbamoyl}-7-{4-[3- 
(23,6-trifluorophenoxy)propyl]phenyl}3,9^azabicyclo[3.3.1]non-6-cn-3-yl)-5- 

oxopentanoic acid; 

(rac.)-5-i{lR*, 55^-6-[cyclopropyl(33-dimethoxybenzyl)caibamoyl>7-{4-[3- 
30 (23,6-trifluorophenoxy)propyl]phenyl}-3,9^azabicyclo[33.1]non-6-en-3-yl)-5- 

oxopentanoic acid; 



WO 03/093267 



491 



PCT/EP03/03721 



(rac.)-5-((7£* 55*)-6-[cyclopropyl(2-p-tolylethyl)carbamoyl]-7-{4-[3-(2,3,6- 
trmuorophenoxy)piopyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-en-3-yl)-5-oxo- 

pentanoic acid; 

5 (rac.y5-((lR*, 5S^^[(2K:WoTobenzyl)ethylcaAamoyl]-7-{443<23,6-trifluoro- 
phenoxy)propyl]phenyl}-3^-<iiazabicyclo[33.1]non^n-3-yl>5-oxopen 

acid methyl ester, 

(rac.y-5-((lR*, 55 1( >6-[cyclopropyK2-fluorobenzyl)carbamoyl]-7-{4-[3-(2 > 3,6- 
10 trmuorophenoxy)propyl]phenyl}-3,9^a2abicyclo[3.3.1]non-6-en-3-yl)-5-oxo- 

pentanoic acid methyl ester; 

(rac.)-5-(( 1R * 55^^-[cyclopropyK3 > 5-dimethoxybenzyl)carbamoyl]-7-{4-[3- 
(23,6-trifluorophenoxy)propyl]phenyl}-3,9^iazabicyclo[3.3.1]non-6-en-3-yl)-5- 

15 oxopentanoic acid methyl ester; 

(rac.)-5-((lR *, J5^^[(2^Morobenzyl)emylcarbamoyl]-7-{4-[3K2,3,6-trifluoro- 
phenoxy)propyl]phenyl}.3,9-diazabicyclo[33.1]non^n-3-yl>2^KmTiemyl-5- 

oxopentanoic acid; 

20 

(rac.)-5-((iK*> 5S 5 0-6-[cyclopropyH2-flaorobeiizyl)carbamoyl]-7-{4-[3-(2 r 3,6- 
triflucTOphenoxy)propyl]phenyl}-3,9^iazabicyclo[33J]non-^n-3-yl)-2> 
dimethyl-5-oxopentanoic acid; 

25 (rac>5-(( 1R*. 5S*>6-[cyclopropyl-(2-methylbenzyl)carbamoyl]-7-{4-[3-(2,3,6- 
trmuorophenoxy)propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-en-3-yl)-2^- 

dimetbyl-5-oxopentanoic acid; 

(rac.y5-i(lR*, 55^^-[cyclopropyH3,5-dimethoxybenzyl)carbamoyl]-7-{4-[3- 
30 (23,6-trmuorophenoxy)propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-en-3-yl)- 
2^-dimethyl-5-oxopentanoic acid; 
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l:l-mixturc of {rac.y(2R* 3S*)-4-((/tf * 55*)-6-[cyclopropyl-(2-methylbenzyl> 
carbamoyl]-7-{4-[3<2,3,6-tiMuorophenoxy)propyl]phenyl}-3 ) 9Kliazabicyclo- 
[33J]non-^^-3-yl)-23-dihydioxy-4-oxobutyric acid and (rac)-{2S* 3R*)-4- 
((1R*. JS^6-[cyclopK>pyl-(2-methylben^ 
5 phenoxy)propyl]phenyl}-3^azi^ 
oxobutyric acid; 

(rac.)-5-{(JR*, J5*>7-{4-[3-(2-bromo-5-fluoropheiioxy)propyl]phenyl}-6- 
[cyclopropyl-(2-fluoroben2yl)carbamoyl]-3,9^azabicyclo[33.1]non^-en3-yl}- 

10 5-oxopentanoic acid; 

(rac.y5-{(lR*, 55^-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}-6- 
{cyclopropyl-[2<3-methylphenoxy)ethyl]carbamoyl}-3,9-diazabicycIo[3.3.1]- 
non-6-en-3-yl>5-oxopentanoic acid; 

15 

(rac.)-5-[( 1R *, 55*)-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]pheiiyl}-6- 
(cyclopropylphenethylcarbamoyl)-3,9-diazabicyclo[3.3. l]non-6-en-3-yl]-5-oxo- 
pentanoic acid; 

20 {rac.y5-(ilR*, J5*)-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]pb.ejiyl}-6-{[2-(2- 
cMorophenyl)ethyl]cyclopropylcarbamoyl}-3,9-diazabicyclo[3.3.1]non-6-en-3- 
yl)-5-oxopentanoic acid; 

(rac.y5-((lR* 55*)-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}-6-{[2- 
25 (23-difluorophenyl)etbyl]cyclopropylcart>amoyl}3,9^azabicyclo[3.3.1]non-6- 
en-3-yl)-5-oxopentanoic acid; 

(rac.y5-((lR*, 5S*)-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]plienyl}-6-{[2-(2- 
methylphenyl)ethyl]cyclopropylcarbamoyl}-3,9Kiiazabicyclo[3.3.1]non-6-en-3- 
30 yl)-5-oxopentanoic acid; 
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(rac.yS-{(lR* 5S^7-{4-[3<2-bromo-5-fluoropto 
methylphenyl)ethyl]cyclopropylcarbamoyty^^ 
yl>5-oxopentanoic acid; 

5 (rac.)-5-i(lR* 5S^-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}-6- 
[cyclopropyl-(3,5-dimethoxybei^ 
3-yl}-5-oxopentanoic acid; 

(rac.)-5-{(lR* 55*)-7-{4-[3-(2-bromo-5-fluorophenoxy)propyI]phenyl}-6- 
10 [cyclopropyK3,5-<Iimethoxyben^ 

3-yl}-5-oxopentanoic acid methyl ester; 

(rac.y-5-i(lR* 55^-7-{4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyl}-6- 
[cyclopropyl-(2-fluoroben^ 
15 2^-dimethyl-5-oxo-pentanoic acid; 

(rac.y5-{(lR * JS^7-{4-[3-(2-bromo-5-fluoroph^ 
[cyclopropyH2-methylbenzyl)^ 
2,2-dimethyl-S-oxo-pentanoic acid; 

20 

(rac.yS-[(lR* 5S^7-{4-[3-(2-bromo-5-fltiorophenoxy)propyl]phenyl}-6- 

(cyclopropylphenethylcarbamoyO^^ 

dimethyl-5-oxopentanoic acid; 

25 (rac.y5-((lR* 55*>7-{4-[3K2-bromo-5-fluorophenoxy)propyl]pheiiyl}-6-{[2-(4- 
metbylphenyl)etbyl]cyclopropylcarbamoyl}-3,9^azabicyclo[33J]non-6-en-3- 
yl)-2£-dimethyl-5-oxopentanoic acid; 



(rac.y5-{(lR* 55*)-7-{4-[3-(2-bromo-5'fluorophenoxy)propyl]phenyl}-6- 
30 [cyclopropyi-(3,5-dimethoxybei^ 

3-yl}-2£-dimethyl-5-oxopentaiioic acid; 
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l:l-mixture of (rac.y(2R* 3S*y4-{(lR* 5£*>7-{4-[3<24>romo-5-fluoio- 
phenoxy)propyl]phenyl}^[cyclopn>pyl<3,5-dimethoxybeii^ 
diazabicyclo[33J]non-6^ acid and (rac> 

3R*)-A-{(1R* J5*)-7-{4-[3-(2-bromo-5-fluoro-phenoxy)propyl]phenyl}-^ 
5 [cyclopropyl-(3,5-dimethoxybenzyl)carbamoyl]-3 ,9-diazabicyclo[3 .3 . l]non-6-en- 
3-yl}-2,3-dihydroxy-4-oxobutyric acid; 

(rac.)-5-((iie*, 5S^-[(2^Morobenzyl)^^ 
trimethylphenoxy)ethyl]ph^ 
10 pentanoic acid; 

(rac.y5-((lR * 5S*)^[(3-l2ifluoromet^ 

(2,3,5-trimethylphenoxy)ethyl]phenyl> -3,9-diazabicycIo[3.3. 1 ]non-6-en-3-yl)-5- 
oxo-pentanoic acid; 

15 

(rac.y5-((lR*, 55 , *>-6<[(2-methylben2yl)cyclopropylcarbamoyl]^ 

trimethylphenoxy)ethy^ 

pentanoic acid; 

20 (rac.)-5-((lR* JS*)-6-[(2^Morobei^ 
phenoxy)ethyl]phenyl}-3,9^aza^^^^ 
oxopentanoic acid; 

(rac.y5-((lR*, 5S^-6-[cyclopropyl-(2-fluoro^ 
25 trimethylphenoxy)ethyl]p^ 
dimethyl-5-oxopentanoic acid; 

(r*c.>5-{( 1R * 5S*)-7- {4-[3-(2-bromo-5-fluorophenoxy)propyl]phenyI} -6-[(2- 
chlorobenzyl)cyclopropylcaibamoyl]-3,9^azabicyclo[3.3.1]non-6-en-3-yl}-5- 
30 oxopentanoic acid; 
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(rac.y5-{(lR* 55^7-{4-[3^2-bromo-5-fluorophenoxy)propyl]phenyI}-6-[(2- 
cUorobenzyl)cyclopropylcarbamoyl]-3,9-diazabicyclo[33. l]non-6-en-3-yl} -2,2- 
dimethyI-5 -oxopentanoic acid; 

5 (rac.y5-{(lR* 5S^^[3-(2-bromo-5-fluorophen^^ 

carbamoylbutyryl)-3,9-diazabicy^ acid (2-chloro- 

ben2yl)cyclopropylamide; 

(rac.y5-{(lR * 5S ^-6-(benzylcyclopropyl<^bamoyl)-7-{4-[3-(2-bromo-5-fluoro- 
1 0 phenoxy)propyl]pbenyl } -3,9-diazabicyclo[3 .3 . 1 ]non-6-en-3-yl)-5-oxopentanoic 
acid methyl ester; 

(rac.y(JR * 5S*)-3-acetyl-7-{4-[2-(2-cMoro^ 

phenyl}-3,9-diazabicyclo[3.3. l]non-6-ene-6-carboxylic acid (2-chlorobenzyl)- 
1 5 cyclopropy lamide; 

(rac.)-5-((/i2* 5iS^-6-[(2-chloroben2yl)cyclopropylcarbamoyl]-7-{4-[2-(2- 
chloro-4,5-dimethylphenoxy)ethoxy]phenyl } -3 ,9-diazabicyclo[3 .3 . 1 ]non-6-en-3- 
yl)-5-oxopentanoic acid; 

20 

(rac.y5-{(lR* 5«S*>7-{4-[2-(2-cMoix>-4,5-d^ 
[cyclopn>pyl-(2-methylben2^^ 
5-oxopentanoic acid; 

25 (rac>5-{(72?* J«S*)-7-{4-[2-(2^Mon>-4,5-dimetfy^ 
[cyclopropyl-(3,5-dimethoxybe 
3-yl}-5-oxopentanoic acid; 

(rac.y5-((lR* 5S*)-6-[(2-cmorobenzyl)cyclopropylcarbamoyl]-7-{4-[2-(2- 
30 chloro^,5-<iimethylphenoxy)ethoxy]phenyl} -3 ,9-diazabicyclo[3 3.1 ]non-6-en-3- 
yl)-2,2-dimethyl-5-oxopentanoic acid; 
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(rac.y5-(ilR* 55*)-6-[(2-chlorobenzyl)ethylcarbamoyl]-7-{4-[2-(2-chloro-4,5- 
dimethylphenoxy)ethoxy]phenyl}-3,9-diazabicyclo[3.3.1]non-6-en-3-yl)-2,2- 
dimethyl-5-oxopentanoic acid; 

5 (rac.y5-{(lR* 5S*)-7-{4-[2<2^Moro^,5-dimethylphenoKy)ethoxy)phenyl}-6- 
[cyclopropyH2-fluoroben^l)carbamoyl]-3 > 9^azabicyclo[3.3.1]noii-6-en-3-yl}- 
2^-dimethyl-5-oxopentanoic acid; 

(rac.y5-{{lR* J5^-6-[cyclopropyK3,5-dimethoxybenzyl)carbamoyl]-7-{4-[2- 
10 (23,5-trimethylphenoxy)ethyl]phenyl}0,9-diazabicyclo[3.3.1]non-6-en-3-yl)-5- 
oxopentanoic acid; 

(rac.)-5-i(lR* 55*)-6-[cyclopropyl-(2-/)-tolylethyl)carbamoyl]-7-{4-[2-(2 > 3^- 
trimethylphenoxy)ethyl]phenyl}-3,9^azabicyclo[33J]non-^en-3-yl)-5-oxo- 

15 pentanoic acid; 

(rac.y5-((lR * J5*>7-{4-[2<2-chloro-4,5-dimefliylphenoxy)ethoxy]phenyl>-6- 
{cyclopropyl42^2-hydroxyediyl)benzyl]carbamoyl}-3,9-dia2abicyclo[3.3.1]non- 
6-en-3-yl)-5-oxopentanoic acid; 

20 

(rac.y5-((IR* 5S^^cyclopropylphenethylcarbamoyl)-7-{4-[2-(2,3,5-trimethyl- 
phenoxy)ethyl]pheoyl}0,9^azabicyclo[3.3.1]non-6-en-3-yl)-2^-dimethyl-5- 
oxopentanoic acid; 

25 (rac)-(lR* JS*)-7-{4-[3K2,3,6-trifluorophenoxy)propyl]phenyl}-3,9-diaza- 
bicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)ethylamide; 

(rac.)-{JR* 5S*)-7-{4-[3-(2 > 3,6-trifluorophenoxy)propyl]phenyl}-3,9-diaza- 
bicyclo[3.3.1]non-6-ene-3,6-dicarboxyUc acid 6-[(2-chlorobenzyl)cyclopropyl- 
30 amide] 3-dimethylamide; 
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(rac.)-(lR* 5S^-7-{4-[3^23,6-trifluo^ 

bicyclo[3.3.1]non-6-ene-3,6-dicarboxyUc acid 6-[(2-chlorobenzyl)cyclopropyl- 
amide] 3-diethylamide; 

5 {rac.y(lR* 5S*)-6-[(2^MorobeiKort)cyclop^ 
trffluoi*>phenoxy)propyl]phray^ 
acid methyl ester; 

(ra&HJA** 55*)-6-[(2-chlorobenzyl)cyclopropylcarbamoyl]-7-{4-[3-(2,3,6- 
10 trffiuorophenoxy)pn>pyl]phenyl^^ 
acid ethyl ester; 

{rac.y(lR* 5S^3-methanesutfonyl-7^ 

pheayl}-3^-diazabicyclo[3 .3 . l]non-6-ene-6-carboxylic acid (2-chlorobenzyl)- 
15 cyclopropyiamide; 

(rac.y(lR* JS^3-ethanesulfonyl-7-{4-P^ 

phenyl}-3,9-diazabicyclo[3.3.1]non-6^ne-6-carboxylic acid (2-chlorobenzyl> 
cyclopropyiamide; 

20 

(rac.y5-{(lR* 5S^-[(2^Morobenzyl)cyclopropyk^ 

trifluorophenoxy)propyl]phe^ 

pentanoic acid ethyl ester; 

25 (w.)4-P *, 55^6-[(2^Worobenzyl)cyclopropylcarbamoyl].7-{4-[3^2,3,^ 
trffluorophenoxy)propyl)phenyl^ 
butyric acid; 

(rac.y3-[({lR* 55^^[(2^Worobenzyl)cyclopropylcarbamoyl]-7-{4-[3-(2,3,6- 
30 trifluoix>phenoxy)propyl]ph^^ 
amino]propionic acid ethyl ester; 
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(rac.)4-[((lR* 55*)-6-[(2-chlorobenzyl)cyclopropylcarbamoyl]-7-{4-[3-(2,3,6- 
trmuorophenoxy)propyl]phenyl}0,9-^azabicyclo[3.3.1]non-6-ene-3-carbonyl)- 

amino]butyric acid ethyl ester; 

5 (rac.y{JR*, 5S^3K3-carbamoylpropionyl>7-{4-[3-(2 > 3,6-trifluorophenoxy> 
propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chloro- 
benzyl)cyclopropylamide; 

(rac.y(lR* 55^3<2-hydroxyacetyl)-7-{4-[3<23,6-trifluorophenoxy)propyi]- 
10 phenyl}-3 > 9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)- 
cyclopropylamide; 

(IS, 5^>3K(3if>3-hydroxybutyryl)-7-{4-[3K2,3,6-trifluorophenoxy)-propyl]- 
phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl> 
15 cyclopropylamide; 

l:l-mixture of (rac.y(lR* 5S*y3-((lR* 2S*>2-hydroxycyclopentanecarbonyl)- 
7_{4-[3^23,6^trifluorophenoxy)propyl]phenyl}-3,9-<liazabicyclo[3.3.1]non-6- 
ene-6-carboxylic acid (2-chlorobenzyl)cyclopropy]amide and (rac.)-(lR* 5S*)-3- 
20 ((IS* 2J?^2-hydroxycyclopentanecarbonyl^ 

pTopyl]phenyl}-3,9^azabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chloro- 

benzyl)cyclopropylamide; 

(rac.y(lR* 55*)-9-acetyl-7-{4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl}-3,9- 
25 diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropyl- 
amide; 

(rac.y5-((lR* 5S'»0-6-[(2-chlorobenzyl)cyclopropylcarbamoyl]-7-{4-[3-(2,3,6- 
trmuorophenoxy)propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-en-9-yl>5-oxo- 
30 pentanoic acid; 



WO 03/093267 



499 



PCT/EP03/03721 



(rac.y5-((lR* JS^-6-[(2^Morobenzyl)cyd^ 
trifluorophenoxy)propyl]phenyl}-3,9^a^ 
pentanoic acid ethyl ester, 

5 (rac.y5-((lR* 5S^6-[(2^Morobenzyl)cycloprop^ 
trifluorophenoxy)propyl]phenyl}-3,9-^^^ 
pentanoic acid methyl ester; 

1 : 1 -mixture of (rac.y(3R *)-5-((JJ? * 55*)-6-[(2-chlorobenzyl)cyclopropyl- 
10 carbamoyl]-7-{4-[3^2,3,6-trifl^ 

[3.3.1]non-6-en-9-yl)-3-hydroxy-5-oxo-pentanoic acid and (rac:)-(3S*)-5-((lR* 
JiS^-6-[(2^Morobenzyl)cyclopro^ 

phemoxy)propyl]phenyl}-3,9^azabicyclo-[33J]non-6-en-9-yl)-3-hydroxy-5- 
oxo-pentanoic acid; 

15 

(rac.y5-((lR* 5S*)^-[(2-cMorobenzyl^ 
trifluorophenoxy)propyl]phenyl}-3,9^a^ 
dimethyl-5-oxopentanoic acid; 

20 (rac.yA-{(lR* 55*)-6-[(2^hlorobenzyl)cyclopropylcarbamoyl]-7-{4-[3-(2,3,6- 
trifluorophenoxy)propyl]phenyl}-3^ 
butyric acid; 

(rac.y(JR* 5iS*)-7-{4-[3^23,6-trifluorophenoxy)pix>pyl]pheny^ 
25 bicyclo[3.3. l]non-6-ene-6,9-dicarboxyhc acid 6-[(2-chlorobenzyl)cyclopropyl- 
amide] 9-dimethylamide; 

(rac.y{IR* 5S*>6-[(2-chlorobenzy^ 
trifluorophenoxy)propyl]phenyl}-3,^ 
30 acid methyl ester; 
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(rac.y(lR *, 55*>6-[(2-"chlorobenzyl)cyclopropylcarbamoyl]-7-{4-[3-(2,3,6- 
trifluorophenoxy)propyl]phenyl}-3,9^azabicyclo[3.3.1]non-6-ene-9-carboxyUc 

acid ethyl ester; 

5 (rac.>3-[(JH*, 5S*)-(6-[(2-chlorobenzyl)cyclopropylcarbamoyl]-7-{4-[3-(2,3,6- 
trmuorophenoxy)propyl]phenyl}-3^^azabicyclo[33J]non-6-^e-9-carbonyl)- 

amino]propionic acid ethyl ester; 

(rac.y4-[(ilR* .5S*)-6-[(2-chloroben2yl)cyclopropylcarbamoyl]-7-{4-[3-(2,3,6- 
io trifluorophenoxy)propyl)phenyty^^ 
amino]butyric acid ethyl ester; 

(racHlR* 55*>3-formyl-7-{4-[3-(2,3,6-trifluorophenoxy)propyl]phenyl}-3,9- 
diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropyl- 
15 amide; 

(rac.y-3-WR* 55*)-6-[(2-chlorobenzyl)cyclopropylcarbamoyl]-7-{4-[3-(2,3,6- 
trifluorophenoxy)propyl]phenyl}-3,9^azabicyclo[33.1]non-6-ene-3-carbonyl> 

amino]propionic acid; 

20 

{rac.)-3-[(ilR*, 5S*)-6-[(2-cblorobenzyl)cyclopropylcarbamoyl]-7-{4-[3-(2,3»6- 
trmuorophenoxy)propyl]phenyl>-3>diazabicyclo[33.1]non-6-eiie-9-carbonyl)- 

amino]propionic acid; 

25 (roc.)-4-[(( 1R * 55*)-6-[(2-chlorobenzyl)cyclopropylcarbamoyl]-7-{4-[3-(2,3,6- 
trmuorophenoxy)propyl]phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-9-carbonyl)- 

aminojbutyric acid; 

{rac.y( 1R * 55*)-3-acetyl-7-{4-[2-(23,6-trifluorophenoxy)ethyl]phenyl}-3,9- 
30 diazabicyclo[3.3.1]tton-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropyl- 
amide; 
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(rac.y( 1R * 5S^-9K4^arbamoylbutyty^ 

propyl]phenyl}-3,9-diaza-bicyclo[33J]non-6^ne^K^rboxylic acid (2- 
ddorobenzyl)cyclopropylamide; 

5 {rac.y{lR* 5S^9<3-caibamoylpropionyl>7-{^ 

propyl]phenyl}-3,9^a2a-bicyclo[33J]non-^-ene-6-carboxylic acid (2-chloro- 

benzyl)cyclopropylamide; 

(rac.y(lR * 5S^9^4iydroxyacetyl>7-{4^^ 
10 phenyl}-3,9-diaza-bicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl>- 

cyclopropylamide; 

(1R, 5S)-9-((3S)-3-hydroxybuty^^ 

phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyi> 
1 5 cy clopropylamide; 

(rac.y(lR * 5S^9-methanesulfonyl-7-{4-[2^2,3^ 

phenyl}-3,9-diazabicyclo[33.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)- 
cyclopropylamide; 

20 

(rac.y(lR* JS^9-ethanesirtfo^ 

phenyl} -3 ,9-diazabicyclo[3 .3 . l]non^-ene-6-carboxylic acid (2-chlorobenzyl)- 
cyclopropylamide; 

25 (rac.yQR* J5*>3-acetyl-7-{4-[3<23,6-trifluorophenoxy)propyl]phenyl}^ 

diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyK2-fluoro-5-methoxy- 
benzyl)amide; 



(rac.y(IR* 5S*)«3-acetyl-7-{4-[3K23,6-trmuorophenoxy)propyl]phenyl}-3,9- 
30 diazabicyclo[3.3.1)non-6-ene-6-carboxylic acid cyclopropyK3-methoxybenzyl)- 
amide; 
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(rac.y(lR* 5S^3-ac*tyl-7-{4-[3<23,6-^ 

diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-(3,4-<iimethoxy- 
benzyl)amide; 

5 (rac.y(lR* 5S^-3-acetyI-7-{4-[3<23,^ 

diazabicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid (2-chloro-3-trifluoromethyl- 
ben2yl)cyclopropylamide; 

(rac.y(IR* 5S^3-acetyl-7-{4-[3<2A6-tiffl^ 
10 diazabicyclo[3.3. l]non-^ene-6-carboxylic acid beirafl^dioxol-S-ylmethyl- 
cyclopropylamide; 

(rac.y(lR* 5S^3-acetyl-7-{4-[3-(2,3,6-^ 

diazabicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid (2^Moro-6-fluorobenzyl>- 
1 5 cyclopropylamide; 

(rac.y{lR* 5S*)-3-acetyl-7-{4-[3K23,^^ 

diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-bromobenzyl)cyclopropyl- 
amide; 

20 

(rac.y{lR* 5S^3-acetyl-7-{4-[3<23>6-tri^ 

diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclopropyK2,3-dimetbyl- 
benzyl)amide; 

25 {rac.y(lR* JS^-3-acetyl-7-{4-[3<2A6-ti^^ 

diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cycIopropyl-(3,5-difluoro- 
benzyi)amide; 

(rac.y(lR*, 5iS^-3-acetyl-7-{4-[3<2;*,6-^ 

30 diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclopropyl-(23"dichloro- 
benzyl)amide; 
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(rac.y{lR* 55^3-acety]-7-{4-[3K23»6-trmuorophenoxy)propyl]phenyl}-3 > 9^ 
diazabicyclo[3.3.1]noB-6-ene-6-carboxylic acid cyclopropyK3-trifluoromethoxy- 
benzyl)amide; 

5 (rac.)-(lR* 5S^3-acetyl-7-{4-[3K2;3,6-tr^ 

diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyH3-methylbenzyl)- 
amide; 

(rac.y(lR* 5S^3-acetyl-7-{4-[3<2^,6-tri£luorophenoxy)propyl]phenyl}-3 
10 diaza-bicyclo[3.3.1]non-6-ene-6-carboxylic acid (3-chlorobenzyl)cyclopropyl- 
amide; 

(rac.y{lR * J i S , ^7-{4-[3-(2-bit)mo-5-fluorophenoxy)propyl]phenyl}--3-(4- 
carbamoylbutyryl)-3 ,9-diazabicyclo[3 .3 . 1 ]non-6-ene-6-carboxylic acid 
15 cyclopropyl-(3,5-dimethoxybenzy])amide; 

(rac.y(lR* 5S^3^5-moipholin^yl-5^xopen^ 

phenoxy)propyl]phenyl}-3,9^azabicyclo[33.1]non^ene-^arboxylic acid (2- 
chlorobenzyl)cyclopropylamide; 

20 

(rac.y(lR* JS^-3-(2-te*razol-l-yl^^ 

propyl]phenyl>-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxyKc acid (2-chloro- 
benzyl)cyclopropylamide; 

25 (rac.y(lR* 5S*)-3-(5K>xo-5-pipen^ 

phenoxy)propyl]phenyl}-3,9^azabicy^ acid (2- 

chlorobenzyl)cyclopropylamide; 

l:l-mixtiire of (i£ 55)-3<(25)-2-amino-3-hydroxypropionyl>7-{4-[3-(2,3,6- 
30 trifluorophenoxy)propyI]phenyl}-3,9-diazabicyclo[33 . l]non-6-ene-6-carboxylic 
acid (2-chloroben2yl)cyclopropylamide and (IS, 5if>3^(2iS)-2-amino-3- 
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hydroxypropionyl>7-{4-[3^23,6-trifluorophenoxy)propyl]pheiiyl}-3,9-diaza- 
bicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropylamide; 

l:l-mixture of (1R, 5S)-3-((2S>-2-aminopropionyl)-7-{4-[3-(2,3,6-trifluoro- 
5 p henoxy)propyl]phenyl}-3,9-^iazabicyclo[33J]non-^-eaie-6-caiboxylic acid (2- 
cMorobenzyl)cyclopropylamide and (JS, 5^)-3-((2S>-2-aminopropionyl)-7-{4-[3- 
(23,6-tri£liioro-phenoxy)propyl]phenyl}0^^a2abicyclo[3.3.1]non-6-ene-6- 
caiboxylic acid (2-chloioben2yl)cyclopropylamide; 

10 (rac.)-(lR*, 55*)-3-acetyl-7-{4-[2-(2,6-dichloro-4-methylphenoxy)ethoxy]- 
phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-{2,3- 
dichlorobenzyl)amide; 

(rac.)-( 1R*. JS 1| 0-3-acetyl-7-{4-t2-(2,6-dichloro-4-methylpheaoxy)ethoxy]- 
15 phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-(2,3- 
dimethylbenzyl)amide; 

(rac.y(lR* 5S^-3-acetyl-7-{4-[2-(2,6^chloro-4-methylphenoxy)ethoxy]- 
phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-cbJoro-3- 
20 trifluoromethyl-benzyl)cyclopropylamide; 

(rac.)-(lR*, J5^3-acetyl-7-{4-[2^2,6^cMoro-4-methylphenoxy)ethoxy]- 
phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-bromobenzyl> 
cyclopropylamide; 

25 

(rac.)-{lR*, 5S'0-3-acetyl-7-{4-[2-(2,6-dichloro-4-methylphenoxy)ethoxy]- 
phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)- 
cyclopropylamide; 

30 (racy^lR*. 5S^3-acetyl-7-{4-[2^2,6Kiichloto-4-metbylphenoxy)ethoxy]- 
phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl> 
ethylamide; 
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(ra*H 1R *, 5S*)-3-acetyl-7- {4-[2-(2,6-dichloro-4-methylphenoxy)ethoxy]- 

phenyl}-3,9-diaza-bicyclo[3.3.1]non-6-ene-6-carboxyUc acid (6-chlorobenzo- 
[l,3]dioxol-5-ylmethyl)cyclopropylamide; 

5 

(rac.)-{ 1R * JS*)-3-acetyl-7-{4-[2-(2,6-dichloro-4-methylphenoxy)ethoxy]- 
phenyl}-3,9-diaza-bicyclo[3.3.1]non-6-€aie-6-carboxylic acid cyclopropyl-(3,5- 
dimethoxybenzyl)amide; 

10 (rac.y+lR* 55*>3-acetyl-7-{4-[2-(2,6-dichloto-4-methylphenoxy)ethoxy]- 
phenyO-S^-diazabicyclop^.llnon-e^ne-e-carboxylic acid cyclopropyl-(3- 
methoxybenzyl)amide; 

(rac.y{JR* 5S*)-3-acetyl-7-{4-[2-<2-chloro-5-fluorophenoxy)ethoxy]phenyl}- 
15 3,9-dia2abicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-(2,3-dicbloro- 
benzyl)amide; 

(rae.M 1R * 5S*>3-acetyl-7-{4-[2-(2-chloro-5-fluorophenoxy)ethoxy]phaiyl}- 
3,9-KJiazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-cbloro-3-trifluoro- 
20 methylbenzyl)cyclopropylamide; 

(racHJR* 55^3-acetyl-7-{4-[2^2,6-dichloro-4-methylphenoxy)ethoxy]- 
phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid (3-chlorobenzyl)- 
cyclopropylamide; 

25 

(racyilR* 55*^3-acetyl-7-{4-[2-(2,6-dichloro-4-methylphenoxy)ethoxy]- 
phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-(3- 
metb.ylbenzyl)amide; 



30 (rac.)-(lR* 55*)-3-acetyl-7-{4-[2-(2 J 6-dichloro-4-methylphenoxy)ethoxy]- 
phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-(2- 
fluoro- 5 -methoxybenzyl)amide; 
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{rac.y{lR* 5S^3-acetyl-7-{4-[2-(2^hlor^ 
ethoxy]phenyl}-3,9-diazabi^ acid cyclopropyl- 

(2,3-dichlorobenzyl)amide; 

5 

(rac.)-(lR* 55^-3-acetyl-7-{4^3-(2K:hloro-3,6-di£luorophenoxy)piopyl]- 
phenyl}-3,9-diazabicycIo[3.3.1]non-6-«ie-6-carboxylic acid (2-chloroben2yl>- 
cyclopropylamide; 

10 (rac.)-(lR* 55^-3-a^l-7-{4-[2^2-cMoro^,5^imethylphenoxy)ethoxy]- 
phenyl>-3,9-dia2abicyclo[3.3.1]non-6-ene-6-carboxylic acid (2-chloro-3- 
trifluoromethylbenzyl)cyclopropylamide; 

(rac.y(lR * 5S^-3-acetyl-7-{4-[2-(2,6^cWoro-4-methylphenoxy)ethoxy]- 
15 phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyI-(3,4- 
dimethoxybenzyl)amide; 

(rac.y( 1R * J5^3-acetyl»7-{4-[2<2,6^chloro-^methyIpheiioxy)ethoxy]- 
phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-(3- 
20 trifluoromethoxybenzyl)amide; 

(rac.)-(lR* 5S^3-acetyl-7-{4-[2^4,5-t^^ 

diazabicyclo[3.3.1]non-6-ene-6-carboxyUc acid (2-chloro-3-trifluoro- 
methylbenzyl)cyclopropylamide; 

25 

(rac.y(lR* 5*S^3-acetyl-7-{442K2A5-trichlorophenoxy)ethoxy]phenyl}-3,9- 
diazabicyclo-[3.3. l]non-6-ene-6-caiboxylic acid cyclopropyl-(2,3- 

dichloroben2yl)amide; 



30 (rac.y{lR * 55^3-acetyl-7-{4-[2^23^chlorophenoxy)ethoxy]phenyl}-3,9- 
diazabicyclo[3.3.1]non-6-ene-6-carboxyiic acid cyclopropyl-(23-dimethyl- 
benzyl)amide; 
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{rac.y{lR* 55^3-acetyl-7-{4-[2<2,4,5-trichlorophenoxy)ethoxy]phenyl}-3,9- 
diazabicyclo-[3 3 .l]non-6-ene-6-carboxylic acid cyclopropyl-(2,3- 

dimethylbenzyl)amide; 

5 

(rac.}-(lR* J5^3-acetyl-7-{4-[2^2^Moro^,5-dimethylph 
phenyl}-3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-(2,3- 
dimethylbenzyl)amide; 

10 (rac.y(lR * 5S^-3-acetyl-7-{4-[2K2-bromo-5-fluorophenoxy)ethoxy]phenyl}- 
3^-diaza-bicyclo[3.3.1]non^6-ene-6-carboxylic acid cyclopropyI-(2,3- 
dichlorobenzyl)amide; 

(rac.y(lR* 5S*)-3-acetyl-7-{4-[2-(2Ktolor^ 
15 phenyl}-3,9-diaza-bicyclo[3.3. l]non-6-ene-6-carboxylic acid (2-bromobenzyl)- 
cyclopropylamide; 

(rac.y{lR* 5iS < >3-acetyl-7-{4-[2-<2 > 3-dichlorophenoxy)ethoxy]phenyl}-3,9- 
diazabicyclo[33.1]non-6-ene-6-carboxylic acid cyclopropyl-(2,3- 

20 dichlorobenzyl)amide; 

(rac.y(]R * 5^3-acetyl-7-{4-[2^2^Woro-5-fluorophenoxy)ethoxy]phenyl}- 
3,9-diazabicyclo[3.3.1]non-6-ene-6-carboxylic acid cyclopropyl-(2,3- 
dimethylbenzyl)amide; 

25 

(rac.y(lR, 5^7-{4-[3^2,3,6-trifluoro^ 

[3.3.1]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropylamide; 



(rac.y(lS, 5*)-7-{4-[3^2,3,6-trmuoro^^ 
30 [33. l]non-6-ene-6-carboxylic acid (2-chlorobenzyl)cyclopropylamide. 
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9. Pharmaceutical compositions containing a compound of any one of claims 1 - 
8 and usual carrier materials and adjuvants for the treatment or prophylaxis of 
disorders which are associated with a dysregulation of the renin-angiotensin 
system (RAS), comprising cardiovascular and renal diseases hypertension, 

5 congestive heart failure, pulmonary hypertension, cardiac insufficiency, renal 
insufficiency, renal or myocardial ischemia, atherosclerosis, renal failure, erectile 
dysfunction, glomerulonephritis, renal colic, glaucoma, diabetic complications, 
complications after vascular or cardiac surgery, restenosis, complications of 
treatment with immunosuppressive agents after organ transplantation, and other 

10 diseases known to be related to the RAS. 

10. A method for the treatment or prophylaxis of diseases which are related to the 
RAS comprising hypertension, congestive heart failure, pulmonary hypertension, 
cardiac insufficiency, renal insufficiency, renal or myocardial ischemia, 

15 atherosclerosis, renal failure, erectile dysfunction, glomerulonephritis, renal colic, 
glaucoma, diabetic complications, complications after vascular or cardiac surgery, 
restenosis, complications of treatment with immunosuppressive agents after organ 
transplantation, and other diseases which are related to the RAS, which method 
comprises administrating a compound according to any one of claims 1 to 8 to a 

20 human being or animal. 

11. The use of compounds according to any one of claims 1 to 8 for the treatment 
or prophylaxis of diseases which are associated with the RAS comprising 
hypertension, congestive heart failure, pulmonary hypertension, cardiac 

25 insufficiency, renal insufficiency, renal or myocardial ischemia, atherosclerosis, 
renal failure, erectile dysfunction, glomerulonephritis, renal colic, glaucoma, 
diabetic complications, complications after vascular or cardiac surgery, restenosis, 
complications of treatment with immunosuppressive agents after organ 
transplantation, and other diseases known to be related to the RAS. 

30 

12. The use of one or more compounds of any one of claims 1 to 8 in 
combination with other pharmacologically active compounds comprising ACE 
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inhibitors, angiotensin II receptor antagonists, endothelin receptor antagonists, 
vasodilators, calcium antagonists, potassium activators, diuretics, sympatholitics, 
beta-adrenergic antagonists, alpha-adrenergic antagonists, for the treatment of 
disorders as set forth in any one of claims 9 to 1 1. 



